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(57) Abstract: Medicinal com- 
positions for preventing or treating 
inflammatory diseases caused by 
bacterial DNA which contain as 
the active ingredient quinazoline 
derivatives represented by the 
following general formula (I), 
etc.: (I) wherein R 5 , R 6 , R 7 and 
R 8 represent each hydrogen, etc.; 
R 2 represents aryl, heteroaryl, 
etc.; n is 0 or 1; and X represents 
a group of the following general 
formula (a) or (b): (a) (b) wherein 
P represents C 2 -6 alkylene, etc.; R 9 
and R 10 represent hydrogen, etc.: 
Y represents CHR 11 (wherein R n 
represents hydrogen, etc.), etc.; 
and Z represents hydrogen, etc. 
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mm^ri-vv >mmmm?z>. m b< v>*.«, /t£xU7DNA£«k9«ttfc£n 

7s (SLE) , HJtJlbLSSE, «'l£Hg&!!E, £36te«fcS£, ^-^xy h 

^ #ii£ttl$©JBISEJ&, &B§rt«i«Il* +tyX;i/7> 

7-'> ? %tti;8S)tT*#a«iiiia^6S^sn*u--r >©-^t^5. tnf- 

, il-8, gm-csf^©+k h^7-r >m^im-immmmmft^m*m&mmh, 
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(Vassalli, P., Ann. Rev. Immunol., 10 , 411 (1992) ) 0 

-15, w?-a<Dnmmu, x«»j^m^«, mizm^mmiz^mL, 
^(Dmwm^^skm^iz^^x, jm-aomnam^^nx^r) oretta, c. , 

Camussi, G. , Mogena, V. , Vittorio, C. D. , Bablioni, C. , Ann. Rheum. Dis 
. 49 ,665 (1990) ) , #iTNF-a&#£/H KfcmfcU&T!*<DmW13.$b%:i>m&2 
tlT^Z (Elliott, M. J., Maini, R. N. , Feldman, M. , Kalden, J. R. , et 
al., Lancet, 344,1105 (1994) , Elliott, M. J., Maini, R. N. , Feldman, M 
., et al., Lancet, 344 ,1125 (1994) , E. C. C. Rankin, E. H. S. Choy, et 
al., British J. Rheum., 34,334 (1995) ) „ %tskmz~D\,>T>bWF-atf^(D 

-mttzoT&r), mm- a^w^m ^ it mmx^ <d a*» s z\ t 

^tlTVi§ (Starnes, H. F. Jr., Pearce, M. K. , Tewari, A., et al. . J. Inn 
unol., 145,4185 (1990) , Beutler, B. , Milsark, I. W. , Cerami, A. C. , Sc 
ience, 229,869 (1985), Hinshaw, L. B. , Tekampolson, P., Chang, A. C. K. , 
et al., Circ. Shock, 30 ,279 (1990) ) . £-n>*|fc 
E<D&fc&m%i&\Z-Z)^X%, TNF- a <D m-¥tf^Z tlT& 9 (Murch, S. , Wal 
ker-Smith, J. A. , Arch. Dis. Child, 66,561 (1991) ) > mm- aini^^m^ 
tc&mUmrt<D%}mm&ZftT^% (Hendrik, M. VanDu 1 1 emen, Sander, J 
. H. VanDeventer, et al., Gastroenterology, 109 ,129 (1995) ) . 

^(Dm, %M&mffim ( Venn, G. , Nitefeld, J. J., Duits, A. J., et al. 
, Arthritis Rheum., 36 ,819 (1993) ) , ^m&mifrM (Sharief, M. K. , Hen 
tges, R., N. Engl. J. Med., 325 ,467 (1991) ) , ^~^x.yh'M (Akoglu, 
1, Direskeneli, H. , Yazici, H. , Lawrrnce, R. , J. Rheumatol., 17,1107(1 
990) ) , SLE (Maury. C. P. I., Teppo, A-M. , Sharief, M. K. , Arthritis Rh 
eum., 32,149 (1989) ) , WM®mm<Dmmm (Nestel, F. P., Price, K. 
S., Seemeyer, T. A., Lapp, W, S. , J. Exp. Med., 175 ,405 (1992) ) , IIS!*t 
mm (Hotamis 1 igi 1. G. G.,Shargill, N. S. , Spiegelman, B. M. , Science, 

259, 87 (1993) ) , ft&ti£<Di&&\zm-a®T&mm&Wto*TZZ.ti!fi*m 
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IL-6&, 75y»184fl#&fc*««B*C»eK ^D77-^ 111, BIS 
&£#M»e>^££n31M h*-f >©-t3T$>5 0 IL-6«, IL-L TNF-a 
&£©1M hjStKXLPSfci'©^ h yi>^l:IW^§lt^ £ £>n 

&«tt£*-f ££#W55&>fcfcoTV>5. WAtf, BM^©tn#:;g£©!5§2g, T 

i6ifoL#»ifi^©«ys» tt&M©£>ft8i$, *ij£t» 

ft; £ If * U OB»ja Jl*ffio58 JE^ t o fc#* "HJtBtt** **.*#>T^n:7 

H«SK*'ffctt**©IL-6*«ff«EUT*D, »Ktt»ic*nbfc»ttflsT||Bia"^B 
IBlftfc:J;"3TIL-63^S^Sn-5Ct3^W636»a:ttofc (Hirano, T. , et al. , Eu 
r. J. Immunol., 18 , 1797 (1988) ). SB&ffij£JS^SE4Kfcgt-*ifr;»l*i 

^ne»K«ifflIS^J;-pT : b^:S©IL-6^^b 
T^ZCtW&Zn (Hirano, T. , et ah, Proc. Natl. Acad. Sci. USA, 82, 
5490 (1985) ), ll-W&1*m±ttfV2u-1-)Vmm&1$fe£®W&1fiijkWZ 

s . c © mis u >/i & © m ik \z «t o t %> jAl + © n-6Stt #* ie* jfe m v ^ * o 

» EiartS (Yoshizaki, K. , et al. , Blood, 74 ,1360 (1989) )„ I 

3&sW6^fc$n (Kawano, M. , et al. , Nature, 332 ,83 (1988) )^U^n-^- 
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>¥VMm<DmM®l L T*$>Z>z:tmM'E>ft\ztsnfz (Hour, Y., et al., J. I 
imunol., 143 , 3949 (1989) ), 

A^-rU7J;DfflaibONAH^(c^ • T7 n 7 7- v£f£f±<t U T 
NF-a, IL-6£-^&«^£>lM Yti^ >£B££-fr£Stt/^& D (Yamamoto, S. , 
et al. , Jpn. J. Cancer Res., 79 , 866, (1988) ) , CpG^E^- 
7£^t?A 0 D y H P-AE^J©^DNATBJl$tl7t (Yamamoto, S., et al., J 
. Immunol., 148 , 4072-4073, (1992) ). 

tt^DNAaseMSTM^I-^ C t^S, /Wf'J TDNA^SLEO^tJ^M^-T-g. d i: 
^njg^nfc (Vail in, H. , et al., Clin. Exp. Immunol., 115, 196, (1999) 
) c Sfc, SLE<DS^ifeff ^tCpG^-^^tmU > Hn-AE^JcDDNAyO^D 
-->7'£n, ^©DNAW^ • T7a7 7-^*Stt'(b1"^^<ht)^$tifc (S 
a to, Y. , et al., J. Rheumatol., 26 , 294, (1999) ) . 

. m&MBVW?t(Dmm i bm%ZnT^Z> (Deng, G. HI., et al., Nat. Me 
d., 5, 702, (1999) ). SLE^'ISttKtn U S^fc:fettSttDNAtt<*©££ 

,«> ^<hA7^'J7DNA©H51^^l®-r^o 

Us ©ftUB A 7 f- U 7DNA t «t 3 ©Sttfc * ESf -5 fc * T * 3 £ 
fctfJlfflSftfc (Macfarlane, D.E., et al. , J. Immunol., 160, 1122, (1998) 

OBI^ffl*5l#jBC-rct3&t4lft*nTV»* (Peto, T. E. A., J. R. Soc. Med 
., 82 , 30, (1989)) o 
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mU-nm^m^ #F*§BS55-76803-*t&#> #IWl-226877^&^ #BB¥3 
- 17068# &$g, *IS#ff 115534518^, W09418980. XmftWfflMmm) , -f 
>XU>#«MES!?a (W09909986) > 7>Pt7-> 9 y>UmfvM (#^¥7-5003 
44*t&fg) > ffi7ls)l¥-m (#BBBS56-95l74^«) > x>H-feU>«jft»* 

ia»j (#H¥io-5io834-5f^#) qwB&ntv**. 

fc^Tffc, cGMP*X#5>X*t-5 — tfB&*3W (<M¥6- 192235^2^ W0950 
7267, W09932460> W09943674) «TNF-otg££llgF-r5. b^U *X*^I7, 

h-jx (sle) ^©^teR^aiic^bT^fflfe^B&jWR^iiffiisfift-r 
(i) r-m^nz^i-vv >mmteRzs j £<omK /^f u tdna t «t o ste-ft; £ 

iM b£< >©S#jg^K:iBHrs*ffitt*JS© : 3 t l»Rr;*i&*t»bTM»:j|& 
«J»t&Q5«&dt*JLmb*56WS3fel«'r*K:Sofc. 

( 1 ) -JRS ( I ) : 
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r\ r\ r\ r 8 «, iwi-t^&owt tn^n^mm^mL < \zr 
(a) frt>m*n%mmmz%t't)\ r 5 , r 6 , i\ r 8 ©hd 

1=r o 7c 2 O ifi - m ft o T ^ 3=- 1/ > 5? :* ->S^ b < tt-CH= CH-CH=CH-S * S 
Xtt, TIBO-JK5S: (a) X\± (b) : 



e^«s¥ (a) : mm~4<D7fr*)im. j\uy>m?* 

, |S]— TfeJ*fcoWC*>£<» J etl-6n7jc^Jg^X«^^^Cl~4©T;i/^r 
JVS&STo ) , -NHC0R 15 (R 15 ti, 7jcHM : fX«K^icl~407^^;i.S^ 



z 




•P — N 




y (b) 



z 
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> n-rii^jituv^-i )v& (7)v*)im<Dmmmzi~4) , n, n-^t 
-cm s n § v u x (DM^m \z mm- £ n & £ £ l 

Mi). 

(2) -$!5£ (I) (-*5ViT> R 5 , R 6 , R 7 , R 8 ©'>& < h 1 -Oifi, ^$(1-4© 

7;^;i/S, iltiH07;v3^^Sf b<«75;it^§^ xrau r 5 

, R 6 , R 7 , R 8 ©PIID^ofe2^^-^fc^oT^^l/>> ? ^^vST^^MIE 

(i) {ciemcDisMfJi^tio 

(3) -isa (i) fc^ut, r 2 «mib©»^«s¥ (a) 3&»&a«n*«siaiTit 

&£nWT&J;U, 7x-JH, :*-73\H/g, tTU^S, ^X-;PS> * 

</u;v*xtt^>\/7u;va*T?*2)fHB (D (2) icfB«fc©igmM^ 

o 

(4) -hk (i) \z^x, mzmmommmm (a) frsattnawurea 
*snxv»TfeJ:^, 7*-)imx\ti-79-)imr'fcz>ffim (i) ~ (3) © 

(5) (I) fcJfeViT, X*J-jftiC (a) Tf^$n, R\ R 10 «|HI-X«M^-p 
TWrfc«fc<, ^-n-^nTKSSM^, ek«1~4©7;1/=M/S, M^$c2~4©b: 

1) ~ (4) ©^TnjfefcEfcOEH&JEfctt. 

(6) -«3£ (I) fc&^T, X**-#5£ (b) T«^£*U YKJu CHR" (R M tt*iI 

(R ,2 te7.k!lfCT> ^^icl~4©7;i/^;^ 7.«Mf3©«m*Sf (A) ^63 

- (4) <ZH>Tnj&>fcB«©BUSttJ«*. 
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(7) -«5£ (II) 




R 2 (II) 



to** 

r\ ra, ^n^n^m^vK^wimomm^m (a) ^gi^tisti 

CH=CH-S&^1-^> TO£7j<ltm^<hte&£>&V^ 
Xte, TtBcD-jtSS (c) XU (d) : 



r 9 , r ,o «> iwi-x«s^oTViT ! bci:<, ^n^tummi-, jfcmm^wr 




z 
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(8) -jKS (id fc£i>T, R\ R 7 <zv>&< ^mici~4©r;i/^ 

JVX, j^lSi&l~4©7jP3 + 5/X^lXte7^/-XT&3>6\ XfciU R 6 , R T d* 

(9) -«!5£ (II) fc£V>T> R 2 «MIB©M-» (A) ^e>S«nSBtftST 
■ftsnx^T'b.kv^ 7i-JH, f'J^S, ^.x-;i/S, 

+yu;w«xtt^>i/7u;v*T?»*«rB (7) x\t (8) tcis©©^^ 
do) -«3C (ii) \z&uT, mmm^mmmm (a) A^i^nsiii 

Ttt&$n-cv>Tt>«kVi, 7x-;PSx«^-7^;p«Tab§ffflE (7) ~ (9 

(11) -jRS (ID IZ&^T, lifi-fSL^ (c) T/K$n> R 9 s R ,0 «|5l-X«^ 

IB (7) ~ (10) <D\,*-ftlfr\Ztm<D<kGWo 

(12) (II) IZ&^T. X**— JK^C (d) T**n, Ytt, CHR 11 (R"«7K 

nr 12 a n \z*%&=?. &mm~i<D7)v*)v&* xnmmomm^m (a) ^ 
6atfn*«ai36TfitiAsnT^Tt)j:Vi7U-;wa£T?*4a9e (7) ~ (i 

0) ©t^Ttl^M-tB^©^^,, 

(13) MB (7) ~ (12) m*?nfr\zmm<D4b&M*%Mft£LT'e;m 

(14) huIB (7) ~ (1 2) ©v>rn^lc|B®©>fb£«^M#tUT^# 

(15) fiftG (7) ~ (12) <D\,*fW\zmm<D{k&®&%MfttLT^ 

?%m-axmi-b<Dmmm&\z&®?zmm<D^®x\tfem<Dt£®<Dm^ 
^\zmm izmm~f%o 

-il§5t (I) fc*^*#*SI*R s , R 6 > R 7 * R 8 ^ R 2 Sl/X«tulB©iiDT^^)^\ 
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mmmm (a) r^n^mmmt, mmm~4<D7)v*)vm. i\u?>k=? 

^^f j^^ic2~507;m^r->^;i/#-;vx, #;w^^;i/», n-7;v* 
^^w^-f^as (7;v^;i/S©^^c«i-4) , n, N-v7;i/*;i/#;wt^ 

fC^> RtKa^JSB^&tltwraci^T**. K*ftl-407^D+->3ttl/T 

^h+yS, Ib+yS, ^o^^yS^ ^y^D^yl, 7>^->X, 
■fV7*h^yi, s-7h^yS, ]fttft-7>*->£i££agtf£::£#T#£. 
itl-4©7yM+yStlt}l *;^^t+yS, 7±.7)V** 9 s& 7° 
P^y-r^^"^^ ^;-fJV^yS, 2-^^7°n;v-fM^ylf§ 
mi^Z. -NR 13 R H T^£*l3X£bTte, ^^75 7S 

, x^V75;i, 7°nh°;i/7 5 v t°d tr;i/7$ 7*^V75y» 
, -rv 7*5^7$ y«, s-7^;u7$ys, t-7*^;u7 5y*> v^^;P7$y 

ylW5 7l, y7°Dt:Jl/7$yS, y7'W5yi, X5P;i/y^ 

757i, * ^ u id ivy ^ ; mm zmtfzzttf -NHcoR ,6 T^$n 

-SXiLTtt, ^5JV75/S, 7-tr^;U75 7°n/W -f Jl/75 y 

7*^ y -r ;P7 ^ y 2 -y ?)vyn a ;dv7^j mmzmfz c £#t?#s. 

07J^+yjjM-jHtbTii y h+->*;i/#-;i/*, ih^M- 
7°n^^r->*ji/fc;i/S, -f V7°n^*v;*?;i^x;vs, 7>*->#;i/^ 
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nHjvjjjw^-fjn, y^)vts)vn^ jvmmzmnzzttf n, n- 

R\ R 6 , R\ R^IWJ-T&SfcoT^Tfec^ , ^n^tlzk^IH^g U < \t±\Z 

WL<m^htzwwimm (a) ^f,i«n§fii^st7j\ r 5 , r 6 , r 7 

, R 8 CD§| D -g-o 2 \Z fc t> ^ 1/ > t < «-CH=CH-CH=CH 

-*£SrTo £<D5t^ R 5 > R 6 , R\ R 8 <D 1 o^iT^^;]/^ ;*h^>«, 75 
yg, ^U<«7Ki?ST-a&^^\ Xtt* R 5 , R 6 , R 7 , R 8 ©^D^ofe2^^-M^ 
&oT^l/>v:t*vaT&3;i<h#W£L<> R 5 , R\ R\ R'OlO^id^ 

R 5 , R G , R 7 , W<omV%-3tc2'Dtf~mztz^T 
>93r*i<'^T"&Z>Z\t tfift \Z Pt £ h o 

R 2 tt±{C|¥b<^L7cMlfe«S¥ (A) ^SS«n*B»S-efiSl$nT^T 
feJ:U7'J-JVS, X^±tcPb<M^L7 v ca^*l¥ (A) ^e»s«n§figis 
tliStlT^Ttit^TnyU-iH^SI-. 7U-;V»<htT«> 7xX 
l-^75f;l^> 2-^75F;i/*l?7^W£>n, ArnjU-MtbTft 2 
-tUvM, 3-fc 0 'J^;i/S, 2-7 V Jim, 3-7U;UK, 2-?XX 

3-fi-;vj, 2-^;uM^ 3-^;ujh, 4-+;ujh, 5-^yu;i/ 
S> 6-+yu;i^ 7-^yu;i/S, 8-^/u;i/», 2-^>v*7U;i^ 3-^>v* 
7u;v*, 4-^>7 < 7u;i/S, 5-^>y7U;vs, 6^>^7Ujh, 7-^>v* 
yvfrmmzmtfzzttfTszz,, z.^^-vhyjL-jvm, 2-i-y^jvm, 3-tf 

±(ci¥u<^j^bfcsjisp (a) i^aanstfti-ciftsnx^si^ 
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, 4-7Mn7i-JVS, 2-7 DD7x-JH, 3-7 0D7x-JH, ODD 
7xZM, 2-7*Dt7x^;H, 3-7u ; E7xnjl/8, 4-7*nt7x"JH, 2 
-3-H7X-JH, 3-3- F7xZJl/S, 4-3-F7x-JH, H^7x" 

3- ^^;V7x-;i/-X, 4-^^711^1, 2-i?Jl/7xrjH, 3-X9 1 
^7x^JH, 4-I?^7x-;H, 2-7°Dfc:^7xx;l/g, 3-7°nt?;i/7xx 

4- 7nh°;i.7x-;vs, 2--fV7"Dt>7x-^ 3--f v7o t°;i/7x 

4-^7 7°Dk>7x-;H, 2-7fJP7x-JH, 3-7fJV7x-J« 

> 4-7°fJV7xrjVS, 2-<77fJV7x-;H, 3-fV7*^7x^S, 4- 
^7 7^7irjH, 2-tert-75 1 ;i/7x-;i/3i, 3-tert-75 1 ;i/7 x ~)Vm. 4 
-tert-7*3Ml/7xx;i/^ 2-/ v7xn.il/Ss 3-^h + ^7xz;H, 4-* 
h^y7x^H, 2-If^'>7xZJH, 3-lb^y7xZJH, 4-lh^y 
7i^JH, 2-7°D^ + y7xZjH, 3-7p^^^7x-;VS, 4-7'ci#^> 
7x-M, 2--f77 1 D!j?+y7x-^S, 3-^V7 , D^+y7x-;VS, 4--f 
77Dl^y7xZjH, 2-7 , h^y7x-JVS, 3-7h^y7xz;i/S, 4-7 
h^r->7xn;i/», 2-fV7h^y7x'M, 3-^V7b + y7i-M> 4- 
-Y7 7>*v7xX;i/S, 2-tert-7>*->7xn;i/^ 3-tert-7>^i>7x- 

4-tert-7h^>-7xr:;VS, 2-t*7xZJH, 3-H7x-;i/*, 4-b'7i 
2-7i74 i y7xZJVi, 3-7x;^y7xZJH, 4-7i7^y7x 
n;i/X, 2-t HD^v7x-Jl/S, 3-tFD^y7x"JH, 4-th*D^y7x 
-JU*. 2-75 7 7i^H, 3-75 7 7x^ 4-75 7 7xZjH, 2-^ 
^75 7 7x-J|/S, 3-^5 : JI/75 7 7x-;H, 4-^^75 7 7xZjH 

> 2-y^WS7 7x-JH, 3-^^9 1 JV7S7 7x-JH, 4-7^;i/7$ 
/7xZJH, 2-X?JV7 5 7 7x-JH, 3-1^1/75 7 7x^1, 4-X^ 
;i/75 / 7x-;i/X, 2-ylfJl,75/7x-M 1 3-yXf ^7$7 7x"^ 

4-yl?JV75 7 7x-jH, 2-7nk!jV7$7 7x-M, 3-7'ot°;i/T 
s/7x~Ji/^ 4-7°otf;i/Tsy 7x-;i/S> 2-^7°Dfc!;i/7$y 7iz;H 

, 3-v7°Pt:;V75y'7x-;i/S, 4-'77d^75 7 7x-JH, 2-<V7°D 
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h s JV75;7x-jVS, 3-f V7°at:^75 7 7x'M, 4--f V7°atf;i/7 5 
y7x^jn, 2-7-f 77 0 ntr;P75 7 7x^;i/g, 3-sm V7 0 at: 0 ;V75 7 7 

x^;i/S, 4-y-fV70k>75;7i^S, 2-7^1/75/7x^1, 3- 
7^75 7 7x^1, 4-7^;l/7$y 7x~;i/S > 2-775^75 7 7 x~ 

3-^i/7$;7xr.;i/S> 4-^7^75771^^ 2--fv7^ 

Jl/75 7 7x-Jl/», 3-fV7^75;7xZJPS, A-i 7 7^7 5 7 7 x 
-;i^> 2-iM7 7*5J 1 ;i/7 5 7 7x-;l^ 3-y<7 7*5 1 JV75y7x-JH, 4 
-y-fy7^75 7 7x^JH, 2-tert-75f;i/7 5 7 7xz;H, 3-tert-7^ 
;W7 5 7 7 x 4-tert-7^;i/7 5 7 7 x ~ 2-7-ter t-7^7 5 7 
7x"JVi, 3-7-tert-7^;V75 7 7x-;i/-S, 4-7-tert-7~9 1 ;]/75 7 7x 
3,4-y7JVt07x~M, 3-7an-f7Mn7x-JH, 4-7;i^ 
D-3-^fJP7x-^S, 4-7;i/^-n-3-7 h+y7xZJH, 4-7;i/^D-3-h F 
D^Sy7x~;i/S, 3-75 7-4-7J^D7x-m 3-77^7 5 7-4-7^ 
^□7x^1/1, 3,4-y7D0 7x-JVi, 4-7 0D-3-7JVtn7x^JH, 4 
oa-3-7?;i'7x-;i/S> 4-7 ao-3-7 h^y7x-JI/S, 4-^na-3-k 
Fd3r->7x-;i^ 3-75 7-4-7 an 7i^i, 4-7 o n-3-77^;V7 5 

7 7X-JH, 3,4-v7 5 L ;P7x-;i/«, 3-7;i/^-n-4-7^;i/7x-;i/», 3- 

7 00-4-/^1/7x^1, 3-7 h+y-4-/fJl'7x-JH, 3-hHD^v-4 
-7^;i/7x-;i/S, 3-75 7-4-7?;V7x-;i/S, 3-77^^75 7-4-7 ^Jl 
7xZjH ( 3,4-y/h + y7x-M, 3-7;i^D-4-7 h^>7x~Jl/S, 3 
-7PD-4-7 h + y7x-JH, 4-7 h + y-3-/?;V7x-M, 3-bHP^v 
-4-/h*y7xrm 3-7$7-4-/h^y7x-JH, 3-y/^7 5 7-4 
h + y7x-)H, 3. 4-v7 5 7 7x~;l/S, 4-75 7-3-7;U^0 7x~;i/ 
4-75 ;-3-7aa7x-JH, 4-75 7-3-7 3^ 7 x~;H, 4-757-3 
-7 h^F>'7x-Jl/S, 4-7 5 7-3- h Fn^y7xZjVi, 4-75 7 -3-7 7 9^ 
75 7 7x-JHE 3.4-E7 (-779^75 7) 7i^JH, 4-775M1/75 
7-3-7MD7x^JH, 3-7on-4-v7^;V75 7 7x-;US, 4-y/fJV 
7Sy-3-^fJl/7x-Jl/^ 4-779^1/75 7-3-7 h^y7x";H, 4-77 
^;P75 7-3-t FD^y7x-jl/|, 3-75 7-4-7^^75 7 7xZjHf 

13 



WO 02/062767 



PCT/JP02/01045 



S, 4-£nn7xx;i^ 4-^fJV7xz;H, 4-x^V7x-;H, 4-j* 

4-ih + y7i-JH, 7 4-v f /3\>V75 7 

7x-;H, 4-^1^7 5 y 7 x-;H*W^ 1/ < , $^ttt4-7MD7x 
4-^^7i=^X, 4-^ h^^7x-;H, 4-75 7 7x-;ps, 4- 
^3^75 7 7xx;i/X#*#fc*r*Ul>. 
R 2 ©g$t°U LTft, 4-^oa-2-k'U^H, JH-t"'JyJl/ 

6-^fJH-t:'JyJ^ Hh^y-2-t°'JyJH> 4-x h^i/-2-bf U 
4-7o#^v-2-t°U i?)VM. 4-7*h+y-MfU'7M, 4-7x7=^7-2- 
b!U^JHS» 4-b Kd^>-2- trUS^g, 4-7 5 7-2- t°U vJkS, 2-7^ □- 
2-7 00-3-tTU 2-7n^-3-tfU 2-3- F-3- 

tfU^PS, 2-7^;y-3-t:US7H/«, 2-x=F;|/-3-t: U y^g, 2-7ntf;W-3- 

t?u-7;i^ 2-^v7°at:ji/-3-tfu^;i/S, 2-75 1 ;i/-3-tfu> ? ;i'K, 2-rv7 

^;W3-tfU-7;^ 2-tert-75MV-3-tf'>7;i/^ 2-7 h^rv-3-tU y?;i/S, 2 
-lh=lry-3-tf'JyJVS, 2-7dtf* v-3-t: U 2-7>=£v-3-t: U :77l/ 

2-^V7h + y-3-HUyiVS, 2-tert-7 h^-7-3-ti U ?)Vm. 2-7xZJV 
-3-fcTUv;i/*> 2-7x/ + y-3-lf'JyJH, 2-b H n^v-3-tfU i?^S, 2- 
7S/-3-l:UyJH, 6-7JWn-3-t"'J y;Vl> 6-7 □ o-3-tf U y^VS, 6- 
7u ; E-3-t:U~7;i/S, 6-3-F-3-k°iJyJH, 6-75F;y-3-t: U y?;^ 6-x^ 
Jl/-3-t: 'J -7;VS, 6-7o h°;i/-3-tf U ~77l^ 6-f V 7p tf;i/-3-k° U :77PS, 6 
-7^;l/-3-fc°«J v;i/*s 6-^ 7 75 1 ;V-3-k°U 6-tert-7^;i/-3-k°U *J)\> 

6-^ h^v-3-t:U-7;yS> 6-xh+y-3-If'J^;H, 6-7°D^^~>-3-k° U 
6-7>^rv-3-HU~7;^, 6--f 7 7>=3r7-3-tf U 6-tert-7> 
^->-3-t°Uv;^ 6-7xx;W3-tfU yJ«, 6-7 x 7 *v-3-k°U -771^ 6 
-t FD^v-3-k°U v^PX, 6-75 7-3- fcfU v^US, 2-7 □ n-4-tf U -7;i/*> 2 
-7 b=¥7-4-t:°U V)V&. 2-Xb*v-4-t°U ~7;VS> 2-7°ntf=^7-4-t° U >?;i/ 

2-7h^S/-4-t°U 2-7x/^y-4-t!UyM, 2-kHo^y-4- 

tf'Jy^l/S^ 2-7S7-4-t°U'7;l/«> 2, 6-77 □ □-3-tf U vJl/S, 2, 6-7p< b 

*7-3-k°U^;yS^£W&££^££o ^ft^^TWu 3-tfU^;VS©6 
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ffcO^y 6-7 -3- 1! I) S?;i/£* Hno-3-t! U SWS* 

^-f'JyJH, e-a-F-3-f'JyJH, 6-*?=-;i/-3-tf U 5?;H£, 6-x^;V- 
3- IfUvWg* 6-7°ohf;W3-tf 'JyJH, 6-7*^;l/-3-trU 
3-tfU>Ml/X> 6-lf^y-3-k''JyJVl, 6-7°a#*^-3-fc! 'J SWB. 6-7 b 
+ ">-3-tfU^;HS, 6-7xn;l/-3-h°U 6-7xy^rV-3-t!U> ? ;VS^ 6 

-kFD^y-3-E'JyjH> 6-7 5/-3-tfU^;i/*#W£b<, SSKltt, 6- 
7DD-3-bf U-7;VS, 6-^^;V-3-tfU 6-* h^r^-3-tf »J 6- 

X h^v-3-tf'J >W£, 6-t Hn*5/-3-t!U 6-7 5 /-3-fcTU 

Xtt, Tf3©-*i!5fc (a) xtt (b) §«t„ 



z 




(I) fciSUTX**, ±fB©:£ (a) T:^ 2*13 Pte> #J&«£W 

, X5^1/>S, hU^l/>X> "rh^t^UyM. ^>3^^1/>S, 

dki/>i, ^^;PhU^^w>S, v^^;i/x^i/>x, x5 1 ;vx5 1 i/>«, 

^jv^y? truymmzmvfzzL £tte>©+T, hvt^uym 
> "rYy^^vym. <y? t^uym, ;*^hu *wym, 

>S, ;*^;i^>7*5f i^S^W^b^ hU^^i/>S, erb^;*? 1 
uym, *?)VhV *?-uym, t^fry-h? t^uymtm fc$?£bv>. 

R\ R ,0 te, |?|-;£fcigftoT^T , bJ:<> -etl^n**^, Mf!tiScl<-4©7 
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, x^;i/S, ^nk'jH, -fV^ntf;i/«, 7^S, -fV7*^;PS> s-75^ 

->7^;i/», 4-t KP^yWI> l-x^;]/-2-k: Fn^yifjH, 2-t Hp 
*i/-W^^nifj«, 2-t Fu*i/-2-*?)],'7nld)l&m&m\lZZ.£ifi 
IMK*Jfc3M©7;i'3*5'7;M0l'*£UT«, 2-;* h4^>X5f;i^ 2 

7°pt:;vs, 2-^ h+v-i-^^^x^;^, 2-p< h^~>7^a> 3-* h*->7 

^;i/S> h^->7^^S> 4-xh+y7'» l-X^Jl/-2-^ b + v'X^V 

, 2-yx^7 5/xfJH, 3-^^75;7 , nk>S, 3->^^;i/75/7 
Dh'M, 3-x^75y7*nt>S, 3-5?x3\>P75 J zfu \f.)Vm, 3-^7n 

tf;i/75y 7°Pb?;i/S, 3-77^;V7 5/7°pt:;i^ 3- (n-pWp-n- (2-tF 

P^->X5P;i/) ) 7^/7°Pt:;i^ 3- (N-^^^-N- (2-.* h^vIfJW ) 7 
5 /7°Ptf;i/», 3- (N-X5M/-N- (2-k Fo + yx^) ) 7 =• y 7°p t:;i^ 
3- (N-x^lz-N- (2-^ h^>X5P;i/) ) 7^y7Pk°;i/S. 4-^^75 7 7> 

fy^fji/ysy^n, 4-x^;v7^y7^;vs, 4-yif^7$; 

4-77Ptf;l/7 5 7 Zf^)Vm. 4-v75 1 ;i/7S7 79 1 ;i/«, 4- (N-/ 

^;i/-N- (2-b Hn+yxfJV) ) 7$;^!, 4- (N-^5";i/-N- (2-^ 

~>x^;K> ) 75;7*fM, 4- (N-x^jl/-N- (2-tFD + yxfJV) ) 7$/ 

7^;VX> 4- (N-X9MV-N- (2-^ h^ylfJW ) 75;7*fJH, 5-*^;V7 
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vx5 L ;u75y^>g l ;i/S> 5-v7°ot:;i/7 5 /^^i^ 5-v7^;i/7 5/ 

5- (N-^?;i/-N- ) 75/^>^;i/S, 5- 

(n-^^;wn- (2-^ h^->x^;v) ) 75/^>^;i^ 5- (N-X^JWN- (2- 
kFD^yx^ji/) ) r^y^y^jvm, 5- (n-x^;u-n- (2-^ h+yx^) 

) 7 5/^>^;Pg, 6-/W5y^yJH> 6-^/3^1/75 /s\*i/)Vm 
, 6-x^;V7^y^S/^S, 6-yX^V7$y^yJH, 1-/ 5P;i/-3-/ 

75/7otf;i^ 3-^^fji/75y-i-^f;^Dt>i, 3-x^;i/75 y-i- 
/^;i/7°atf;i/^ 3-^x^1/7 5 /-l-z^^n t?;i/S> i-/?;i/-3- (N-/ 

^;P-N- (2-t HD+yi^JW ) 75/^nt:JH 1 l-/5f;W3- (N-Z^iz-N 

- (2-/ b^x?^) ) 757 7°Dh 0 ;i/S, 3- (N-X5P;i/-N- (2-tKD^->x 
^)V) ) 75 /-l-/5P;l/7°atf;i^ 3- (N-X5P;WN- (2-^h^yX^JV) ) 

7 5y-i-^^7°ntf;PS. 1-/3M1/-4-/5PJI/7 5 / y^jvm. 4-P*^)i7 

5 y-l-^^;V7'5 1 ^S, 4-XfJV7 5/-l-/?JV7'fJH, fylWS/- 
l-7 5 L ;V7^;i/S, 1-/9^-4- (N-7^;V-N- (2-tFD + ylfjW ) 75/ 
7?^S, 1-/3^-4- (N-/5P;V-N- (2-/b + yifjW ) 75 7 7*^1, 4 

- (N-X9MWN- (2-kFn^yX^) ) 75 /-l-Z^l/T^S, 4- (N-X5P 
;i/-N- (2-7 h^yl?JW ) 75y-l->^7>;H, 1-7 ^^-5-^^;i- 7 5 
7^>^;i/S, 5-y^fJV75;-l-/9 : JK>5 1 M, 5-X^;i/75 

)i^y^)m. %-y^)vr^j-\-^^)V^y^)vm, i-/^;i/-5- (N-/^;w 

N- (2-kFD^yXfJW ) 75/^>3Ml/S> ?^-5- (N-Z^-N- (2-' 
^b^yi^W ) 75^^>?;VS, 5- (N-X5P;V-N- (2-k Hn^yx^JV) 
) 75/-l-^?M>fJH, 5- (N-X^;i/-N- (2-/h^S/X?^) ) 75/- 

^ne>©*Tfe> 3-v/^;i/7 5 7 7oh°;i/*, 3-yXfJl/75;7 , DtVH 
, 3-> ? 7Dtf;i/7 5/ , 7°DH;VS> 3- (N-/^;y-N- (2-t KD^yxfJV) ) 7 
5/7ntf;i/S, 3- (N-/^;WN- (2-/ h^->x^;W ) 75/7nt°;P», 3 

- (N-x^-N- (2-kFD^yifJI/) ) 7 5 / 7n t°;]/S, 3- (N-x=P;i/-N- 
(2-7 h + yXfJW ) 75/7nk°;i/«, 4-v/5PJl/7 5/7*3 L ;i/S> 4-7X 
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y^)vm, 4-^7°Db°;i/75y 75p;i^ 4- (N-7?;i/-N- (2-tHn 

^vlfiW ) 75 7 7^;i/S, 4- (N-pWI'-N- (2-7 b + ~>x^;i/) ) 75 7 
7^;i/«, 4- (N-X5P;V-N- (2-kh'O^v'IfJl/) ) 75;7*^H, 4- (N- 
X^;WN- (2-^ h^yl^) ) 7577^;PS, 5-v7 5F;i,7S 7^>3S« 
, 5-^x^;i/75y^>^;i/S, 5-y^ntfJV7Sy^>?;i/S, 5- (n-7^;i- 
N- (2-kFo^yI?JV) ) 75;^>fjl/S, 5- (N-7^;l/-N- (2-7 h + yl 
^)V) ) 7=7^>5 1 ;i/», 5- (N-X^;i/-N- (2-t: HD^yXfjW ) 757^ 
5- (N-X^WN- (2-7 h^yxfjl/) ) 75;^>fJH, 3-v75P 

7-1-7 ^i/^ntr^g, 3-> ? x5 1 ;i/75 7-i-75P;i/:/n t?;i/S, 1-7?=- 

;i/-3- (N-7^;W-N- (2-h Fn^x^l/) ) 75y^Dt>I, 1-7^-3- 

(n-7^;v-n- (2-7 b^vxgsn/) ) 7577°nk?;i/^ 3- (n-x^;wn- (2- 

kh'D^ylfil/) ) 7 5 7-l-7^;i'7 <, D tf;i/», 3- (N-x^-N- (2-7 
yxfJW ) 75 7-l-^5 : JV7'nfJVS, 4-y^^7 5 7-l-7^;i/7^^» 
^ 4-ylfJl/7 5 7-l-75"JV7^;i/S, l-7^;V-4- (N-7^;WN- (2-t Fndp 
ylfJW ) 7$77^g, 1-7^-4- (N-7^;i/-N- (2-7 h^ylfJW 
) 75/7^1, 4- (N-X^-N- (2-kh'o^yi^) ) 75 7-1-7^ 
7^;l/S, 4- (N-x^;WN- (2-^h + ylfM ) 75;-l-/^7*f JH, 5 
-i>7 ?;V7 5 7-1-7 3^1^ >^;VS, 5-S>x^;i/7 5 7 -1-7 >^;i^ 
1-7 ^;W5- (N-7^-N- (2-kFD^yI^) ) 75 7^>3^S, 1-7?- 
;V-5- (N-7^;WN- (2-7 h^Fv-x^;!/) ) 75;^>?JH^ 5- (N-x^-N 
- (2-kFa^yifJl/) ) 7$y-l-^^K>?JH, 5- (N-X5P;i/-N- (2- 
7 h+yx^) ) 75;-wfM>^S^fSk<, $6i:&3-y/^ 
75 7 7°Pk:;i/S, 3-7x^;V7 5 7 7Pkf;^> 4-y^^75;7fM, 4 
-y!5 : Jl/75y7^H« 3-^7 ?;i/7 5 7-1-7 ^ )V7°U\i)Vm. 3-yX^^ 
7 5 7-l-7^;i/7°Pti^S, 4-v7 5 1 ;i/7 5 7-l-7^7^S> 4-yXfJl. 
75;-]-^^7^H^#t:ff^k^ 0 
— JKSC (I) K£v>TX^\ ±fB©^; (b) TSsn**^ ^-Ril^WU 

X5P]/>S, hU7^l^>S, 7"h^7^1/>S> ^>^7?1/>S, ^+T7 
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t»i, *?-vym, v^^;vx^i/>s, x^;i/x^>s, ^ 

fh7^fl/>S> ^>^^1/>S, p<5 1 Jl/hU^5 1 l/>*s ^fJl/rh7^ 
YfciU CHR" (R"«7jc^JI^F, ^*^l~4(D7;i/^;i/«, kh'D^->^ 

-fuiijvms ^v7°Dtf;i/«, 7^;vs, ^v^jh, s-y^jim, t- 

5^i^T#^>o Y^NR 12 $^1-Ji^r©NR 12 ^*#:W(c^!j^ 
1-3<h, TkjjtfH 21 , *5Mi/», x5r;i^, 7°ntf;i^ -i y7n 73^ 
S> <v^;ps> s-7?mi^ t-7^;i/«, 7i^m, 2-7MD71-JI/ 

3-7J^0 7iZJH, 4-7M0 7X-JH, 2-^7 O □ 7 i^H, 3-7 
DD7x"JH, 4-70P7xx;i/S, 2-^5 1 Jl/7x-JH, 3-^?Jl/7irj|/ 
X, 4-^^7iZJH, MfJl/7i-JH, 3-x5 L ;P7x-;uS, 4-x^;p 
7x-j|/S, 2-^ h^->7xx;VS, 3-* h+y7x-;i/I l Hh^~>7i- 

2-xh=lrv7xx;v«, Mh^y7x-;i/| 1 4-ih + y7i-M, 2 

-k'7xZJH, 3-H7x-Jl/S, 4-tf7x-;VS, 2-7xy+i/7i-JH, 3 

-7x;^y7x-JH, 4-7x/^y7x-jH, 2-tFD^y7x"M, 3 

-hFo^y7x-;«, 4-kh'D^y7xZjH 1 2-7$/7x^, 3-75 

/7x^H, 4-75 / 7x^H, 2-^W5;7x^S, Z-'J^J-fy 

75/7XZJH, 4-y/^7$y7x"jH 1 2-yXW5/7x-JH 

, 3-yX?jV7Sy7x-jH, 4-yX^75 7 7x"M, 3, 4-77Jl/^a 

7x^JH, 3-7 0 0-4-7;l/^0 7xx;i/X, 3, JV7x-JH, 3,4- 
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y7x"JH, 3, 4-H7 (-77 3^7 5 7) 7xZjH^$$tf5^ <h#?T£§ 

Me (R l2 =^?;i/S) ^f^b^ 0 

Ztt, Y^CHR"©Bt, jtfciJtljgC^XfciTklSSS^U Ya*»*fflH% ^ftM^XteN 
R 12 <DB#, 7K*JI : ?^*To 

±IB©^ (b) T&$n*X££#WK:M?S?'*£* ^/I^S, 2- 

(3-fc HP + ^tf^U^y) X^;i>£, 2- X^MI/g 

, 2- U-*?)V]£Ui?—)V) x^;us, 2- (4-x^;nf^^v ? x;i/) x^;ws 
, 2- (4-^Dtf;i/tf^^^-;i/) x^;ws, 2- (4-7i-jnf^7i?-;w x^ 

t?;v£* 3- u-^whwjsv) yntm 3- (3- 

kFD+ytxijy/) 7°ntf;VS, 3- (4-kFo+ykXijy;) 7°ob°;i/S 

, 3- (4-k KD**>*^;ufc^u>v) 7ntf;i/g, 3- (4-^ h^->*i^-^ 
tf^Uv/) 7°nt:;H, 3- (4-ih^y*M-j« 7atf;ps, 3- ; e;i/*U 
y7°oh°;i/*, 3-^^-^e^^U y 7 0 otf;i/S, 3-t?^vx;i/7nt?.;i,a, 3- (4 
-y^;i/tr^^vx;v) 7ntf;u*, 3- (4-x5P;i/tf^7x;i,) 7nk°;i/^ 3 
- (4-7nb°;Uk°^v-;i/) 7nt 0 ;i^ 3- (4--T V 7n kVI/ti^vx;^) 7 
□ tfjl/^ 3- (4-7^;Hf^^^x;i/) -?u\i)V^ 3- (4--r v75 L ;vt°^^> ? 
x;W 7at°;i/*, 3- (4-tert-75P;Wtf^5 y-iW 7ntf;i/*, 3- (4-7 xx 
;i/tf^^7x;i0 7nh°;i/«> 3- (4- (4-7^D7x-jW tM^7x;]/) 7° 
atr^S, 3- (4- (4-^?J!/7xZj|/) e^5 5?x;i/) 7nt:Jl/S, 4-tf^U^ 

;7f;i/S, 4- (4-*^;nf^u>v) 7^;vs> 4- (3-t Fn^vtr^u vj 

) 7^S, 4- (4-hh'o^y^U^;) 7^S, 4- (4-hHo + y^^ 

t?<U7y) 75p;i^ 4- (4-7 h^^*;i/^x;ptf^u -77) 4- (4 

-ih^y^j^^) 7^;i^S, 4- ; e;1/^ , j j U J 7*? 
jvm, 4-k>^7x;u73MUg, 4- (4T*^;nf*5$?x;v) 7^;vs, 4- (4- 

X5P;Hf^^7x;i/) 7*^;i/«, 4- U-^nH-^tM^ vx;W 7^;i/*> 4- (4 
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4- (4--f V7*?)V\i^7i?-)\<) 7=P;]/g, 4- (4-tert-7^;i/tf^7 vx;V) 7* 
5P;VS, 4- (4-7x-;i/H^7y^jV) 7^Hi> 4- (4- (f7MD7i^ 
) b°^5 7x;i/) 7*^;VS, 4- (4- (4-/fJl/7i-JW b^vx;i/) 7^;i/ 

5-tr^u^y^>5 i ;i/S> 5- (4-7 ^;i/b^y -77) ^>^)vm. 5- o-k 

FP^7b^D77) ^y^)Vm, 5- (4-kFo^yhX'Jyy) ^>^;i/S> 5 
- ^>3M1/X, 5- (4-7 h3r7#;kfc;Vb^ 

U-77) ^>^S, 5- (4-xh^s/^;i//jf-;i/tf^u^y) ^y^-jvm, 

, 5- (4-7^;i/b^?7x;v) ^>^;i/S, 5- (4-x^;i/tf^^v^;i/) 

5- a-7°u¥)i¥<7i?-)V) 5- (4--r 7 7 0 otf;nf^^v 

^>^)vm, 5- (4-75P;i/b^7x;v) ^>5f;i/g, 5- (4—rv7^;i/ 

b^-7x;i/) ^>5P;i^, 5- (4-tert-75 1 ^tf^^^x;i/) ^y^)im, 5- 
(4-7xX;i/b^7x;i<) 5- (4- (4-7JktD7xZJW b^ 

^>^;i/S. 5- (4- (4-^^7i-ii/) t°^^s?-;i/) ^>^;i/S, 6 

-b^U 7V\*7;i^ 6- (3-b Fn*vb^U77) ^\^->;i/», 6- (4-bF 

*7;i^ 6-b^7x;i^*7;i^ 6- (4-7 5P^b^^7x;i/) ^v^g 
, 6- U-x^l/b^^xjlO A^yjH, 6- (4-7nb;i/b^7x;i/) 
7Jl/X> 6- (4-^ V7°nb°;Pb^7^;t/) ^\^>-;us> 6- (4-7?;vtf^^^ 
x;W 7^v;i/S, 6- (4--rv75 1 ;i/tf^7^x;i/) ^*7;i^ 6- (4-tert 
-y*?-)V\f.^7i?-)V) 6- (4-7x-J|/t^7-7^) ^*~>;i^ 

l-7?;i/-3-b^U 77 7°Ptf^S, 3- (3-b Ka^7b°^U 77) -1-7 3^ 7* 
u\i)Vm. 3- (4-fc Ka^b^U 77) -\-*?-)),7°U\L)Vm, 3- (4-tFD^ 

T^^b^U "J J) -l-^^7ntf;PS, 3- (4-7 h^->^;i/^x;i/b°^U -7 
7) -l-73\>V7*nb\>WS* 3- -l-73^7°Db;i^ 1 

^^lz-S-^l/^U 7 7nbJi/S, l^^WS-^^I^U 7 7°Db;i^ 1- 

7^;i/-3-b^7x;i/7nb;vS, i-7^;i/-3- (4-^fji/kX7y-;i/) 7°d 

b°;PS> 3- (4-i?JVk'^7y-JW -1-7 ^JV7°n bjl/g, 1-7 ^-3- (4-7 
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x~;l/tM^-;i/) 7uV)V&* 3- (4- k^7y^ 
) -l-^^)Vy"a)d)Vm, (4- (4-^^71-;!/) tr^^i?— ;w 

i-^^;v7*^;i/», 4- (4-t Ha^v-tf^u^y) -\-*?)vy?)vm, 4- u- 
kFa+y^f;vtxij^;) 4- (4-^ h^f ~7#;i/#x;vtf 

^;p-4-tM7^x;v7*^;i,g, i-y^;i/-4- (4-y^;ptf^^^-;i/) 7^;v« 
, 4- (4-x3MHf^vx;i/) -l-^^y^i^ i-pWP-4- (4-7xx;vtf 

T"^^*, 4- (4- (4-7MD7i-Jk) tM^vxji/) 
l-^^;i/-4- (4- (4-/5 1 JV7x-JV) hX7y-W 7^;PS, 1- 
*^)l-5-\df)i?J^>?)\sm, 5- (3-k Fn^vtMUiV) -l-^5f;]/^> 
3^1^ 5- (4-t Fa + ^tf^U-TV) -l-y^^^>^;US, 5- (4-tFn + y 
y^;vti<u^y) -l-y^k^^g, 5- (4-y h^r->*;i/^n;i/tf^u 
) -i-^;^>^;i^ 5- (4-x h^~>^;u#-;i/h°^u^/) -i-^5 1 ;i/^> 
i-^^;w5-^e;1/^u y^>^;i/S, i-^5 : JH-^tji/*'j;^>5 : 

;i0 ^>^)vm, 5- (4-x^;i/b°^^vx;i/) -l-*^;^^;^ i-y^;w 

5- (4-7x^k'^7y^JV) ^>^;VS, 5- (4- (4-7J^07xz;i/) 

7i?x;w -i-^5P;i^>5f;i^ i-y^;i/-5- (4- (4-;WV7xx;v) tr^? 

t°;i/», 3-^^-^^^U y7°Dt°;i/S, 3-k°^:7vx;i/7nt:;i/*, 3- (4-^?- 
)VM^V-)V) zfuMivm. 3- (4-x5F;uti^^-;V) 7nt!;l^ 3- (4- 
7°d \Z)\sKu*j-)Vi 7ot?;i^ 3- (4-fV7"Dk;^^7y-;W 7nfc: 
)vm, 3- (4-7*^;i/tf^^vii;p) 7°ot°;i/ii, 3- (4-< v7^tf^^>?x;v 
) 7°Pt°;V*. 4-tJl/*'J/7^H, 4-3^^1/* U /7'« 4-b:^v 

x;i/7^;us, 4- (4-y^;nf^^vx;i/) y^jvm. 4- (4-x^;nf^^^- 

7^;pg, 4- (4-7 0 Dh°JHf^-7x;i/) 7^S, 4- (4--T 7 7° n tf;vtf 

^^x;v) 75P;i/^ 4- (4-7^;i/t°^5>?x;i/) 7^;i/S, 4- (4--fV7*5P 
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)v&, s-¥^7p-)V^>?-)iM, 5- (4-^^;vtf^^v-^> ^>^)vm, 5- 
(4-x5P;i/t:^^-;i/) 5- (4-yn tf;vfc°^^v-;i/) ^>^;w 

5- (4--r vynk°;nf^^^^;v) ^>^;v*, 5- (4-75f;nf^vx;u 
) ^>^;v«, 5- (4--f V7^;i/t°^^ s^-ji/) ^>5^;i/-S, l-y^-s-^* 

n;i/7°ntf;i/». l-y?\n/-3- (4-*5P;H£^ ynif;i/^ 3- (4-x^p 
4- (4-*^;H£^5^x;i/) 7*^;i/S> 4- (A-^)V\i^y^~)V) 

)V) ^y^)V&. 5- (4-x^;i/tf^^^-;i/) -l-y^i^T-^i/XjW £L< , 
$ e»^«3-^;i^^u y 7nt°^s, 3-g l ^- : &;i/*u y 7ob°ji^ 3- (4-y^;v 

, 4- (4-*^)i¥^7y-)V) 7^;i/S, i-y^-3-^^^u /7n t°;i/S, l 
-yef^-^^i^u y 7°ntf^s, i-y^;w3- u-t^jw^it-ji) 7 
□ i-y 5^-4-^1/* y/75f;i^ l-y^i^-^^^u j 75p;p 
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(IS 1-2) 
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ert-7* h*-># U 7 A#©teM«^^^tt h U X5P;P7 ^ >, V7°D k 0 ;P 
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TO> ^nHt>i, KM, ya^i, 7a>l, ^x>M. ?LK, U> 

i^tBT**. IHftKoafffKlOVJTtt, (T. W. Greene and P. G. M 

. Wuts, "Protecting Groups in Organic Synthesis", 1990) £!¥b<fB£tlT 
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)vm. wlm, mm, m&M* mn.n> yn^m mm, mmmmzmvfzzt 
#mnm\zLmt%mm®.mmtLT\z, mz.& ©a^k mmn. mm 
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mt'^DTlfSa-SfeCTfeS^ 1 Bij/cDO. 001~100mg/k 

g<omr, jff*i/<tt0.owiOig/kg©«fflTf, ¥lHiXtt»lHiK:^JtTS4-r* 

*K»H#tt*S0ffi3fe«ioaiiT*S^K2 001-3097 3^-©^SBSt 

4, 5-5?* h*->-2- (2-^7 h-f * ) SUITS H 
4, 5-5?* h^>7>h7-JHI75 F ( 5. 1 mmol , 1. 0 g ) CD tf U 5?>ig*j£6 
. 5 iHr^b2-^-7 b^)V ( 6. 12 mmol , 1. 17 g ) £jD7t, MLT6BSIHI«#l, 

g (W39%) 

##002 : 6,7-5?* h*->-2- (2-^7^) ^±VU >-4 (3H) -sfr> 

##^JlT#e,n^4, 5-5?* h^v-2-^-7 KJV75y^|fi75 H ( 1.4 
3 mmol , 0.5 g) £***-;M0 inll;:!8i»U zkUffe:*- hi) £A ( 1. 72 mmol 
. 0.069 g ) ^JDx.6B#F B 1¥M»?EbfCc RJSJKCtRSO ml£^lN&MS'T?*?nLfc 

4to0. 48 g («100%) 

###J3 : 4-7 nn-6. 7-5?* h^v- 2- (2-^7 5P;W *^/U > 
###J2Ti#£>n£6, 7-5?* h^5--2- (2-^73^) ^F^l/U >-4 (3H) 
( 1.35 mmol , 0. 45g ) £m<fb*X*lUH mlldU UH#lfiHtai£L&. 

50 



WO 02/062767 



PCT/JP02/01045 



WCft^ttO. 39 g OR*82X) 

^»J1:4- (3-5?X?;W75y^Oli;V75y) -6, 7-7*b3->-2- (2-^-7? 

##093T??#&ttSfc£<» ( 0.29 miol , 0. 10 g ) £2-7a \f.)V7)Vu-M 
il£MU NJ-ylWWl, 3-^n/t>S?75>l. 0 ml£*)Q;t2llf WM^St Lfc 0 

m^)v-^^>rm^itr^^t\z^^mmt^m^xmit^mQ. 05 g 

(W42%) 

TOF-MS (Time Of Flight Mass Spectrometer) : 445 [ M+H ] 
'H-NMR ( 270 MHz , DMS0-d 6 ) 6 ( ppm ) : 1. 04 ( t , 6H , J = 7. 0 Hz ) , 
1. 97 ( br , 2H ) , 2. 67 ( br , 6H ) , 3. 75 ( br , 2H ) , 3. 92 ( s , 3H ) 
, 3. 95 ( s , 3H ) , 7. 24 ( s , 1H ) , 7. 54-7. 59 ( m , 2H ) , 7. 64 ( s , 
1H ) , 7. 95-8. 07 ( m , 3H ) , 8. 15 ( br . 1H ) , 8. 63 ( d d , 1H , J = 1 
. 4 Hz , 8. 2 Hz ) , 9. 00 ( s . 1H ) 

mum-.*. 7-7*^7-4- (s-^^^rsyynwsy) -2- (2-^7? 

TOF-MS : 417 [ M+H ] 

'H-NMR. ( 270 MHz , DMS0-d 6 ) 6 ( ppm ) : 1. 92 ( t t, 2H , J = 6. 8 Hz , 7 
. 3 Hz ) , 2. 23 ( s , 6H ) , 2. 44 ( t , 2H , J = 6. 8 Hz ) , 3. 72-3. 74 ( br 
, 2H ) , 3. 92 ( s , 3H ) , 3. 95 ( s , 3H ) , 7. 24 ( s , 1H ) , 7. 54-7. 57 

( m , 2H ) , 7. 62 (s , 1H ) , 7. 94-8. 06 ( m , 3H ) , 8. 11 ( br , 1H ) 
, 8. 62 ( d , 1H , J = 8.4 Hz ) , 9. 01 ( s , 1H ) 

fmm: 6, 7-v* h^v-4- (4-y^fJk7$y^Jl/75;) -2- (2-^-7^ 

) 3^7 U> (fc£»2) 

##0O3TM$6n*fc£« ( 0.57 mmol , 0. 20 g ) £2-7d \Z)V7)V3-M 
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A+1r>^Mtl)^i:}:j:f3 4- (4-t F vr/3^75 / ) -6, 7-v>* 
->-2- (2-^73^) =^^-VU>0. 18 g («78%) ^Oft^ft ( 0.25 

mmol , 0. 10 g ) £v^nm^>5 ilfc»8BU*?&T, hUX5 t ;V75> ( 
0.28 miol , 39 n\) , Sfl:^^>^;i/si?-;W ( 0.28 mmol , 21 #1 ) SrjpA 

&M*C2BM8t#b;fc. M^«JEilim 7jct«x^H:i§)|b, # 

&jEftfg%, Wl^n?h^7^- (^on^;i/A : : 7>^ 

-7tK=50 : 10 : 2) (C#bm®[T^ Z. k\Z& D*Bfc#«0. 04 g OK*37X) § 

T0F-MS : 431 [M+H ] 

'H-NMR ( 270 MHz , DMS0-d B ) 6 ( ppm ) : 1. 63 ( t t, 2H , J = 6. 8 Hz , 7 
. 8 Hz ) , 1. 80 ( t t, 2H , J = 6. 8 Hz , 7. 8 Hz ) , 2. 23 ( s , 6H) , 2. 46 
( t , 2H , J = 7. 8 Hz ) , 3. 75 ( d t . 2H, J = 4. 9 Hz , 7. 8 Hz ) , 3. 92 ( 
s , 3H ) , 3. 95 ( s , 3H ) , 7. 23 ( s . 1H ) , 7. 54-7. 57 ( m , 2H , ) , 
7. 68 ( s , 1H ) , 7. 94-8. 08 ( m , 4H ) , 8. 62 ( d d , 1H , J = 1. 5 Hz , 
8.4 Hz ), 9.01 ( s . 1H ) 

mmU: 6, h^Fv-4- (5-v^5 1 ;V7 5/^>5 1 ;i/7Sy) -2- (2-^-7^ 

T0F-MS : 445 [ M+H ] 

'H-NMR ( 270 MHz , DMS0-d 6 ) 6 ( ppi ) : 1. 46-1. 53 ( m , 4H ) , 1. 79 ( t 
t , 2H , J = 6. 7 Hz , 6. 9 Hz ) , 2. 10 ( s , 6H ) , 2. 24 ( t , 2H , J = 6 
. 7 Hz ) , 3. 73 ( d t, 2H , J = 4. 8 Hz , 6. 7 Hz ) , 3. 92 ( s , 3H ) , 3. 9 
5 ( s , 3H ) , 7. 23 ( s , 1H ) , 7. 54-7. 57 ( m , 2H ) , 7. 66 < s , 1H ) 
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, 7. 94-8. 08 ( m , 4H ) , 8. 62 ( d d , 1H , J = 1. 4 Hz , 8. 2 Hz ) , 9. 00 
( s , 1H ) 

£%0!5:6. 7-5? * b*~>-4- (3-S>* ?-)V7 5 J ?U t°;VT 5 J ) -2-7x-J^ 
^7U> (fc£%37) 

TOF-MS : 367 [ M+H ] 

'H-NMR ( 270 MHz , DMS0-d 6 ) 6 ( ppm ) : 1. 87 ( tt, 2H, J = 6. 0 Hz, 6. 9 
Hz ) , 2. 19 ( s, 6H ) , 2. 38 ( t, 2H, J = 6. 9 Hz ) , 3. 68 ( dt. 2H, J = 
5. 1 Hz, 6. 0 Hz ) , 3. 91 ( s, 3H ) , 3. 93 ( s, 3H ) , 7. 18 ( s, 1H ) , 7. 
44-7. 51 ( m, 3H ) , 8. 05 ( t, 1H, J = 5. 1 Hz ) , 8. 45-8. 49 ( m, 2H ) 
*«J6:6, 7-v^h*v-4- (3-y^?;V7 5 7 7°n h°^7S /) -2- 
7i-;W ^ s /U> MtfcflMl) 

TOF-MS : 381 [ M+H ] 

'H-NMR ( 270 MHz , DMSO-d 6 ) 6 ( ppm ) : 1. 86 ( t t , 2H , J = 7. 0 Hz , 
7. 0 Hz ) , 2. 18 ( s , 6H ) , 2. 35-2. 40 ( m , 5H ) , 3. 66 ( d t , 2H , J 
= 5. 1 Hz , 7. 0 Hz ) , 3. 90 ( s , 3H ) , 3. 92 ( s, 3H) , 7. 15 ( s , 1H ) 
, 7. 27 ( d , 2H , J = 8. 2 Hz ) , 7. 57 ( s, 1H ) , 8. 01 ( t , 1H , J = 5. 1 
Hz ) , 8. 35 ( d , 2H , J = 8. 2 Hz ) 

MM®! : 6, h^v-4- (S-y^W^y^nk^TS;) -2- (l-±7^ 

)V) *^/l)> (^tll33) 

mmm 1 1 mm o %m % m ^ xmmit^ m * m & » 

TOF-MS : 417 [ M+H ] 

'H-NMR ( 270 MHz , DMS0-d 6 ) 6 ( ppm ) : 1.85 ( tt, 2H, J = 7. 0 Hz, 7.5 

Hz ) , 2. 16 ( s. 6H ) , 2. 38 ( t, 2H, J = 7. 0 Hz ) , 3. 59 ( dt, 2H, J = 

5. 1 HZ, 7. 5 Hz ) , 3. 92 ( s, 3H ) , 3. 93 ( s, 3H ) , 7. 02 ( s, 1H ) , 7. 

50-7. 63 ( m. 3H ) . 7. 64 ( s, 1H ) , 7. 96-8. 05 ( m, 3H ) , 8. 10 ( t, 1H, 

J = 5. 1 Hz ) , 8. 79-8. 83 ( m, 1H ) 

H»J8:6, 7-S>* h*->-4- (3-^^7 5 J Zfu t°;VT5 J) -2- (2-7 
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p7z-jw ^yu> (ik&mw 

TOF-MS : 385 [ M+H ] 

'H-NMR ( 270 MHz , DMSO-d 6 ) 6 ( ppm ) : 2. 14 ( tt, 2H, J = 7. 0 Hz, 7. 2 
Hz ) , 2. 73 ( s, 3H) , 2. 75 ( s, 3H) , 2. 46 ( t , 2H , J = 7. 8 Hz ) , 3. 
18 ( t, 2H, J = 7. 0 Hz ) , 3. 80 ( dt, 2H, J = 4. 9 Hz, 7. 2 Hz ) , 3. 97 ( 
s, 3H ) , 4.00 ( s, 3H ) , 7.47-7.56 ( m, 3H ) , 7.72-7.81 ( m, 1H ) , 8 
.04-8.10 ( m, 1H ) , 8.31 ( s, 1H), 10.53 ( br, 1H ) 
H»I9: 6,7-v* h + (3-i^5P;l/7 5 J 7°U 5 / ) -2- (3-7;k* 

n7i-jw *±v*u> ut&wm) 

TOF-MS : 385 [ M+H ] 

'H-NMR ( 270 MHz , DMS0-d 6 ) 5 ( ppm ) : 2. 19 ( tt, 2H, J = 7. 3 Hz, 7.3 
Hz ), 2.74 ( s, 3H ) , 2.76 ( s, 3H ) , 3. 23 ( t, 2H, J = 7. 3 Hz ) , 3.8 
8 ( dt, 2H, J = 5. 4 Hz, 7. 3 Hz ) , 3. 95 ( s, 3H ) , 3. 98 ( s, 3H ) , 7. 5 
5-7.61 ( m, 1H ) , 7.67-7.75 ( m, 1H ) , 7. 88 ( s, 1H ) , 8.24 ( s, 1H ) 
, 8. 33-8. 39 ( m, 2H ) , 10. 49 ( br, 1H ) 

MM10 : 6, 7-v^ h^v-4- (3-y^^75 J ?U tf;i/75 J ) -2- (4-7^ 
tD7iZJW *±W> Mfc^lOl) 

TOF-MS : 385 [ M+H ] 

'H-NMR ( 270 MHz , DMSO-d 6 ) 6 ( ppi ) : 1. 87 ( t t , 2H , J = 7. 0 Hz , 
7. 0 Hz ) , 2. 20 ( s , 6H ) , 2. 40 ( t , 2H , J = 7. 0 Hz ) , 3. 67 ( d t , 
2H , I = 5. 4 Hz , 7. 0 Hz ) , 3. 90 ( s , 3H ) , 3. 92 ( s . 3H ) , 7. 16 ( 
s , 1H ) , 7. 29 ( d d , 2H , J = 9. 0 Hz , 9. 0 Hz ) , 7. 59 ( s , 1H ) , 8 
.07 ( t , 1H , I = 5. 4 Hz ) , 8. 49 ( d d d , 2H , J = 2. 0 Hz , 9. 0 Hz , 
9. 0 Hz ) 

mmmn :2- U-teTt-ttJV? -6, 7-5?* K^>-4- (3-7*9^7 5/- 

^otf^T^y) *^-7U> (4b£^65) 
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TOF-MS : 423 [ M+H ] 

'H-NMR ( 270 MHz . DMSO-d, ) 6 ( ppm ) : 1. 33 ( s , 9H ) , 1. 89 ( t t , 
2H , J = 7. 1 Hz , 7. 3 Hz ) , 2. 41 ( s , 6H ) , 2. 45 ( t , 2H , J = 7. 1 H 
z ) , 3. 62 ( d t , 2H , J = 5. 4 Hz , 7. 3 Hz ) , 3. 90 ( s , 3H ) , 3. 92 ( 
s , 3H ) , 7. 16 ( s , 1H ) , 7. 49 ( d , 2H , J = 8. 7 Hz ) , 7. 58 ( s , 1 
H ) , 8. 03 ( t , 1H , J = 5. 4 Hz ) , 8. 37 (. d , 2H , J = 8. 7 Hz ) 

mmmn : 2- (4-tf7xn;v) -6, 7-5?* h^>-4- iz-i?*?)V7$;-?n\z)v 
75;) *i-vv> ut&m2i) 

TOF-MS : 443 [ M+H ] 

'H-NMR ( 270 MHz , DMS0-d 6 ) 6 ( ppm ) : 1. 90 ( t t , 2H , J = 6. 9 Hz , 
7. 1 Hz ) , 2. 23 ( s , 6H ) . 2. 44 ( t , 2H , J = 7. 1 Hz ) . 3. 70 ( d t . 
2H , J = 5. 1 Hz , 6. 9 Hz ) , 3. 91 ( s , 3H ) , 3. 94 ( s . 3H ) , 7. 20 ( 
s , 1H ) , 7. 39 ( d d , 1H , J = 7. 0 Hz , 7. 0 Hz ), 7. 50 ( dd , 2H , J = 

7. 0 Hz , 7. 5 Hz ) , 7. 60 ( s , 1H ) , 7. 76 ( d , 2H , J = 7. 5 Hz ) , 7. 
79 ( d , 2H , J = 8. 3 Hz ) , 8. 07 ( t , 1H , J = 5. 1 Hz ) , 8. 55 ( d , 2H 

, J = 8. 3 Hz ) 

13 : 6,7-5?* h*->-4- (3-5?* 5 J Zfu t!;P75 *) -2- (4-7 x 
;+'>7xZJP) *3-VU> (fc£-*126) 

TOF-MS : 459 [ M+H ] 

'H-NMR ( 270 MHz , DMS0-d 6 ) <5 ( ppm ) : 2. 07 ( t t , 2H . J = 7. 5 Hz . 
7. 5 Hz ) . 2. 63 ( s , 6H ) , 3. 02 ( t , 2H , J = 7. 5 Hz ) , 3. 70 ( d t , 
2H , J = 5. 4 Hz , 7. 5 Hz ) , 3. 91 ( s , 3H , s ) , 3. 92 ( s , 3H ) , 7. 0 
7-7. 22 ( m , 6H ) , 7. 43 ( d , 2H , J = 8. 5 Hz ) , 7. 70 ( s , 1H ) , 8. 2 
6 ( t , 1H , J = 5. 4 Hz ) , 8. 47 ( d , 2H . J = 8. 5 Hz ) 
nmmiA : 6, 7-5?* h^rV-4- (3-5?*3\;V7 5 * 7°P tf;U7$ /) -2- (4-x^ 
JV7x-;P) *^7U> (*fr&*45) 
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TOF-MS : 395 [ M+H ] 

'H-NMR ( 270 MHz , DMS0-d 6 ) <5 ( ppm ) : 1. 22 ( t , 3H , J = 7. 5 Hz ) , 
1. 87 ( t t , 2H , J = 6. 3 Hz , 7. 0 Hz ) , 2. 20 ( s , 6H ) , 2. 40 ( t , 2 
H , t ( J = 7. 0 Hz ) , 2. 67 ( q , 2H , J = 7. 5 Hz ) , 3. 67 ( d t , 2H , J 
= 5. 1 Hz . 6. 3 Hz ) , 3. 90 ( s , 3H ) , 3. 92 ( s , 3H ) , 7. 16 ( s , 1H 
. s ) , 7. 30 ( d , 2H , J = 8. 2 Hz ) , 7. 57 ( s , 1H ) , 8. 03 ( t , 1H , 
J = 5. 1 Hz ) , 8. 37 ( d , 2H , J = 8. 7 Hz ) 

£1609 15 : 6, 7-5? * b*v-4- \l-i?*^)l7 * S ^otf;l/75 7) -2- (^/U 
TOF-MS : 418 [ M+H ] 

'H-NMR ( 270 MHz , DMS0-d 6 ) 5 ( ppm ) : 1. 91 ( t t , 2H , J = 7. 0 Hz , 
7. 2 Hz ) , 2. 23 ( s , 6H ) , 2. 43 ( t , 2H , J = 7. 0 Hz ) , 3. 76 ( d t , 
2H , J = 5. 4 Hz . 7. 2 Hz ) , 3. 93 ( s , 3H ) , 3. 96 ( s , 3H ) , 7. 26 ( 
s , 1H ) , 7. 63 ( s , 1H ) , 7. 66-7. 69 ( m , 1H ) , 7. 78-7. 84 ( m , 1H ) 

, 8. 07-8. 15 ( i , 2H ) , 8. 20 ( t , 1H , J = 5. 4 Hz ) . 9. 25 ( d , 1H , 

J =1.6 Hz ) , 9.93 { d , 1H , J =1. 6 Hz) 

mnmw : 6, i-v* h^>-4- (3-^*3^7 a y^otMnrsy) -2- u-*h 

TOF-MS : 397 [ M+H ] 

'H-NMR ( 270 MHz , DMS0-d 6 ) 6 ( ppm ) : 1. 83 ( t t , 2H , J = 7. 0 Hz , 
7. 1 Hz ) , 2. 18 ( s , 6H ) , 2. 37 ( t , 2H , J = 7. 1 Hz ) ,• 3. 66 ( d t , 
2H , J = 5. 2 Hz . 7. 0 Hz ) , 3. 82 ( s , 3H ) , 3. 89 ( s , 3H ) , 3. 91 ( 
s , 3H ) , 7. 02 ( d , 2H , J = 9. 0 Hz ) , 7. 13 ( s , 1H ) , 7. 56 ( s , 1 
H ) , 7. 98 ( t , 1H , J = 5. 2 Hz ) , 8. 40 ( d , 2H , J = 9. 0 Hz ) 
2HX0917 : 6, h^->-2- (2-^7^ )V) -4- (4-tWJ yy7*f^75y) 

*±7*U> «fc£t)163) 
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TOF-MS : 471 [ M+H ] 

'H-NMR ( 270 MHz . DMSO-d 6 ) 6 ( ppm ) : 1. 25-1. 29 ( in , 2H ) , 1. 70-1. 8 
7 ( m , 10H ) , 2. 74-2. 82 ( br , 2H ) , 3. 12 ( br , 2H ) , 3. 87 ( br , 2 
H ) , 3. 96 ( s , 3H ) , 4. 00 ( s , 3H ) , 7. 64-7. 73 ( m , 2H ) , 8. 03-8. 
16 ( ■ , 4H ) , 8. 39 ( s , 1H) , 8. 54 ( d , 1H , J = 8. 9 Hz ) , 9. 01 ( s , 
1H ) , 10. 62 ( br , 1H ) 
H»J18 : 6, l-i?* h*~>-4- U-WWsV J Zf^)V7^J) -2- (2-±y^)V) 

TOF-MS : 473 [ M+H ] 

'H-NMR ( 270 MHz , DMS0-d 6 ) 6 ( ppm ) : 1. 65 ( t t , 2H , J = 7. 0 Hz , 
7. 2 Hz ) , 1. 79 ( t t , 2H , J = 6. 7 Hz . 7. 0 Hz ) , 2. 40 ( br , 4H ) , 
2. 50 ( t , 2H , J = 7. 2 Hz ) , 3. 54 ( br, H ) , 3. 75 ( d t . 2H , J = 5. 
9 Hz , 6. 7 Hz ) , 3. 92 ( s , 3H ) , 3. 95 ( s , 3H ) , 7. 23 (s , 1H ) , 
7. 54-7. 57 ( m , 2H ) , 7. 67 ( s , 1H ) , 7. 94-8. 07 ( m , 4H ) , 8. 62 ( d 
, 1H , J = 8. 2 Hz ) , 9. 00 ( s , 1H ) 

H»J19 : 6,7->>* h*->-4- (4- (4-*3\M/-l-l^5 5>=;iO z?3-)V7*J) - 
2- (2-i-7?)V) *±W> (fls£«166) 

TOF-MS : 486 [ M+H ] 

'H-NMR ( 270 MHz , DMS0-d 6 ) 6 { ppm ) : 1. 60 ( t t , 2H , J = 6. 8 Hz , 
7. 0 Hz ) , 1. 79 ( t t , 2H , J = 6. 8 Hz , 7. 5 Hz ) , 2. 09 ( s , 3H ) , 2 
.26 ( br , 8H ) , 2. 36 ( t , 2H . J = 7. 0 Hz ) , 3. 74 ( d t , 2H , J = 5 
. 9 Hz , 7. 5 Hz ) , 3. 92 ( s . 3H ) , 3. 95 ( s , 3H ) , 7. 23 ( s , 1H ) , 
7. 534-7. 57 ( m , 2H ) , 7. 66 ( s , 1H ) , 7. 94-8. 07 ( i , 4H ) , 8. 61 ( 
d d , 1H , J = 1. 0 Hz , 8. 6 Hz ) , 9. 00 ( s , 1H ) 

mm&m : 6, 7-3?* h+v-4- (3-;x^;i/75/ ZfuVJVTS. J) -2- (4-tfU 
*j-VV> (fc£*125) 
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TOF-MS : 368 [ M+H 3 

'H-NMR ( 270 MHz , DMS0-d 6 ) 5 ( ppm ) : 1. 86 ( t t , 2H , J = 6. 5 Hz , 
7. 0 Hz ) , 2. 18 ( s , 6H ) , 2. 37 ( t , 2H , J = 7. 0 Hz ) , 3. 69 ( d t , 
2H , J = 5. 4. Hz , 6. 5 Hz ) , 3. 92 ( s , 3H ) , 3. 94 ( s . 3H ) , 7. 22 ( 
s , 1H ) , 7. 62 ( s , 1H ) , 8. 18 ( t , 1H , J = 5. 4 Hz ) , 8. 30 ( d d , 
2H , J = 1. 3 Hz . 8. 3 Hz ) , 8. 70 ( d d , 2H , J = 1. 3 Hz , 5. 4 Hz ) 
mmm\ : 6.7-5>* (3-S>*3\H>75 J Z?u fcf;P75 J ) -2- (2-^x 

TOF-MS : 373 [ M+H ] 

'H-NMR ( 270 MHz , DMS0-d 6 ) 6 ( ppm ) : 1. 84 ( t t , 2H , J = 6. 3 Hz , 

7. 1 Hz ) , 2. 17 ( s , 6H ) , 2. 35 ( t , 2H , J = 7. 1 Hz ) , 3. 61 ( d t , 

2H , J = 5. 1 Hz , 6. 3 Hz ) , 3. 89 ( s , 3H ) , 3. 91 ( s , 3H ) , 7. 09 ( 

s , 1H ) , 7. 15 ( d d , 1H , J = 3. 2 Hz , 4. 6 Hz ) , 7. 55 ( s , 1H ) , 7 

.60 ( d d , 1H , J =1. 0 Hz , 4. 6 Hz ) . 7. 85 ( d , 1H , J = 3. 2Hz ) , 8. 
07 ( t , 1H , J = 5. 1 Hz ) 

H»J22 : 6, 1-9* b*->-4- (3-^5f;i/7 5y;/Dt°;]/75y) -2- (3-5PX 
*^/U> Wfr&»121) 

TOF-MS : 373 [ M+H ] 

'H-NMR ( 270 MHz , DMS0-d 6 ) 6 ( ppm ) : 1. 87 ( t t , 2H , J = 6. 9 Hz , 

7. 3 Hz ) , 2. 24 ( s , 6H ) , 2. 45 ( t , 2H , J = 7. 3 Hz ) , 3. 65 ( d t , 
2H , J = 5. 4 Hz , 6. 9 Hz ) , 3. 89 ( s , 3H ) , 3. 91 ( 3s , H ) , 7. 12 ( 
s , 1H ) , 7. 57 ( s . 1H ) . 7. 58 ( d d , 1H , J = 2. 0 Hz , 4. 8 Hz ) , 7 
. 82 ( d d , 1H , J =1. 0 Hz . 4. 8 Hz ) , 8. 03 ( t , 1H , J = 5. 1 Hz ) , 

8. 22 ( d d , 1H , J = 1. 0 Hz , 2. 0 Hz ) 

H»J23:4- (3-7$/7°nk°;i/7$y) -6, 7-5? * h*->-2- (2-j-7^)V) * 
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;i/757) -6, h*$/-2- (2-^7^;P) ^tyj > (0.31 mol , 0. 15 g 

J;DlIfEte£tJ0.06 g (W50%) 
TOF-MS : 389 [ M+H ] ' 

'H-NMR ( 270 MHz , DMS0-d 6 ) 6 ( ppm ) : l. 89 { t t , 2H , J = 6. 6 Hz , 
6. 9 Hz ) , 2. 78 ( t , 2H , J = 6. 9 Hz ) , 3. 81 ( d t , 2H , J = 5. 4 Hz , 

6. 6 Hz ) , 3. 92 ( s , 3H ) , 3. 95 ( s , 3H ) , 7. 24 ( s , 1H ) , 7. 54-7. 
57 ( m , 2H ) . 7. 67 ( s , 1H ) . 7. 94-8. 09 ( m , 3H ) , 8. 15 ( t , 1H , 

J = 5. 1 Hz ) , 8. 62 ( d , 1H , J = 8. 4 Hz ) , 9. 01 ( s , 1H ) 

mMM 24 : 6,7-7^ h*~>-4- (3- H-*?-)V-\-\Zl7i?=.)V) 7°nfcf;i/7=- / 

) -2- (2-i-y^)V) ^v*'J> (ik&wm) 

TOF-MS : 472 [ M+H ] 

'H-NMR { 270 MHz , DMS0-d 6 ) <5 ( ppi ) : 1. 61 ( t t , 2H , J = 6. 8 Hz , 

7. 0 Hz ) , 1. 79 ( t , 2H , J = 6. 8 Hz) , 2. 11 ( s , 3H ) ,' 2. 29-2. 40 ( m 
, 8H ) , 3. 72 ( d t , 2H , J = 4. 3 Hz , 7. 0 Hz ) , 3. 91 ( s , 3H ) , 3. 

94 ( s , 3H ) , 7. 23 ( s , 1H ) , 7. 53-7. 58 ( n , 2H ) , 7. 65 ( s , 1H ) 
, 7. 94-8. 07 ( m , 4H ) , 8. 61 ( d d , 1H , J = 1. 5 Hz , 8. 9 Hz ) , 8. 99 
( s , 1H ) 

£*0925 : 6 1 7-S?*h*->-4- O-WJy^DW?;) -2- (2-j-y3 L )l 
TOF-MS : 459 [ M+H ] 

■H-NMR ( 270 MHz , DMS0-d 6 ) 6 ( ppm ) : 2. 22 ( t t , 2H , J = 6. 9 Hz , 

7. 2 Hz ) , 3. 10 ( i , 6H ) , 3. 44 ( br , 4H ) , 3. 64 ( d t , 2H , J = 5. 
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1 Hz , 6. 9 Hz ) , 3. 96 ( s , 3H ) , 3. 99 ( s , 3H ) . 7. 50 ( s , 1H ) , 7 
.67-7.69 ( m , 2H ) , 7. 83 ( s , 1H ) . 8.04-8.08 (i, 1H ), 8.14-8.17 
( m , 2H ) . 8.46 ( d , 1H , J = 8. 9 Hz ) , 9. 01 ( s , 1H ) 
H»J26:2- (HDD7X-JW -6, 7-5>* h*->-4- tt-i?*?)V7 $. J 7°P 

¥)V7*j) *irwy ut&mm 

TOF-MS : 40 l [ M+H ] 

'H-NMR ( 270 MHz , DMS0-d 6 ) 6 ( ppm ) : l. 86 ( t t , 2H , J = 6. 6 Hz , 
7. 2 Hz ) , 2. 18 ( s . 6H ) , 2. 37 ( t , 2H , J = 7. 2 Hz. ) , 3. 67 ( d t , 
2H , J = 5. 1 Hz , 6. 6 Hz ) , 3. 91 ( s , 3H ) , 3. 92 ( s , 3H ) , 7. 17 ( 
s , 1H ) , 7. 53 ( d , 2H , J = 8. 6 Hz ) , 7. 59 ( s , 1H ) , 8. 08 ( t , 1 
H , J = 5. 1 Hz ) , 8. 46 ( d , 2H , J = 8. 6 Hz ) 

nmM27 : 6, h*->-2- (2-^75P;V) -4- U V J ?U t?;i/75 J 

) y ut&mu) 

TOF-MS : 457 [ M+H ] 

'H-NMR ( 270 MHz , DMS0-d 6 ) 5 ( ppm ) : 1.39-1.41 ( i , 2H ) , 1.52-1.5 

4 ( 4m , H ) , 1. 97 ( t , 2H , J = 6. 7 Hz ) , 2. 44 ( br , 6H ) , 3. 75 ( 

d t , 2H , J = 5. 6 Hz , 6. 7 Hz ) , 3. 92 ( s , 3H ) , 3. 95 ( s , 3H ) , 7 

. 24 ( s , 1H ) , 7. 54-7. 57 ( m , 2H ) , 7. 64 ( s , 1H ) , 7. 95-8. 06 ( m 

, 4H ) , 8. 62 ( d d , 1H , J = 1. 3 Hz , 9. 0 Hz ) , 9. 01 ( s , 1H ) 

H«J28:2- (4-75 7 7 x-JV) -6, v-4- (3-5?* 7 5 J 7°P 

75 7) -2- (4--h0 7x-;i/) *i-VV> (0.29 mmol , 0. 11 g) J- 
Jl/20 ilfcBtfU 5X/<7^l7AiB*25 mg£MI££ bT&ffltfl7c£fTo tz* MB 

omfe-fc^o. 09 g (W82%) *mtz a 

TOF-MS : 382 [ M+H ] 
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'H-NMR ( 270 MHz , DMS0-d 6 ) 8 ( ppm ) : 1. 86 ( t t , 2H , J = 6. 5 Hz , 
7. 1 Hz ) , 2. 22 ( s , 6H , s ) , 2. 42 ( t , 2H , J = 7. 1 Hz ) , 3. 64 ( d 
t , 2H , J = 5. 1 Hz , 6. 5 Hz ) , 3. 87 ( s , 3H ) , 3. 90 ( s , 3H ) , 5. 4 
2 ( br , 2H ) , 6. 60 ( d , 2H , J = 8. 5 Hz ) , 7. 06 ( s , 1H ) , 7. 52 ( s 
, 1H ) , 7. 88 ( t , 1H , J = 5. 4 Hz ) , 8. 16 ( d , 2H , J = 8. 6 Hz ) 
mM¥m : 4- (3-^^^75y^oh>75y) -6-kKn*->-7-*h^:>-2 
- (2-2-7 9^) *2-l/U> (flS«&«282) 

TOF-MS : 403 [ M+H ] 

'H-NMR ( 270 MHz . DMS0-d 6 ) 6 ( ppm ) : 1. 88 ( t t , 2H , J = 6. 4 Hz , 

6. 7 Hz ) , 2. 21 is, 6H ) , 2. 40 ( t , 2H , J = 6. 7 Hz ) , 3. 71 ( d t , 
2H , 1 = 5. 1 Hz , 6. 4 Hz ) , 3. 98 ( s , 3H ) , 7. 24 ( s , 1H ) , 7. 46 ( 

s , 1H ) , 7. 53-7. 57 ( i , 2H ) , 7. 94-8. 05 ( m , 4H ) , 8. 61 ( d d , 1H 
, J = 1. 5 Hz , 8. 4 Hz ) , 9. 52 ( s , 1H ) 

HMM30 : 6, 7-7* b*7-4- (4-7* ?)V7 5 J 73^75 J) -2- (4-j*^ 
7i-JW *2-yU> (fc£«»42) 

TOF-MS : 395 [ M+H ] 

'H-NMR ( 270 MHz , DMS0-d 6 ) 6 ( ppm ) : 1. 59 ( t t . 2H , J = 7. 1 Hz , 

7. 2 Hz ) , 1. 73 ( t t , 2H , J.= 6. 3 Hz , 7. 2 Hz ) , 2. 21 ( s , 6H ) , 2 
. 36 ( s , 3H ) , 2. 41 ( t , 2H , J = 7. 3Hz ) , 3. 67 ( d t . 2H , J = 5. 4 

Hz , 6. 3 Hz ) , 3. 90 ( s , 3H ) , 3. 92 ( s , 3H ) , 7. 15 ( s , 1H ) , 7 
. 27 ( d , 2H , J = 8. 1 Hz ) , 7. 61 ( s , 1H ) , 7. 96 ( t , 1H , J = 5. 4 
Hz ) , 8! 35 ( d , 2H , J = 8. 1 Hz ) 

H»J31 : 6,7-7* h^Fv-4- (4- (4-^fJhl-t^7y-JV) 7<?)V7S.S) - 
2- (4-*5P;i/7x~;P) ^2"7U> (fc&«253) 

TOF-MS : 450 [ M+H ] 

'H-NMR ( 270 MHz , DMSO-d, ) 6 ( ppm ) : 1. 55 ( t t , 2H , J = 7. 3 Hz , 
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7. 3 Hz ) , 1. 73 ( t t , 2H , J = 6. 6 Hz , 7. 3 Hz ) , 2. 11 ( s , 3H ) , 2 
. 30-2. 36 ( m . 13H ) , 3. 65 ( d t , 2H , J = 5. 1 Hz , 6. 6 Hz ) , 3. 89 ( s 
, 3H ) , 3. 91 ( 3s , H ) , 7. 15 ( s , 1H ) , 7. 27 ( d , 2H , J = 7. 8 Hz 
) , 7. 61 ( s , 1H ) , 7. 91 ( t , 1H , J = 5. 1 Hz ) , 8. 34 ( d , 2H , J 
= 7. 8 Hz ) 

mmmzz 2- (4-7^071-^) -6, b*->-4- (4-^^^75/7* 

^)VT^J) *+>JV> «b£«102) 
TOF-MS : 399 [ M+H 1 

'H-NMR ( 270 MHz , DMSO-d 6 ) 6 ( ppm ) : 1. 56 ( tt, 2H, J = 7. 2 Hz, 7. 9 
Hz ) , 1. 71 ( tt, 2H, J = 6. 3 Hz, 7. 9 Hz ) , 2. 18 ( s, 6H ) , 2. 37 ( t, 
2H, J = 7. 2 Hz ) , 3. 67 ( dt, 2H, J = 5. 3 Hz, 6. 3 Hz ) , 3. 90 ( s, 3H ) 
, 3. 92 ( s, 3H ) , 7. 16 ( s, 1H ) , 7. 29 ( dd, 2H, J = 9. 0 Hz, 9. 0 Hz ) 
, 7. 64 ( s, 1H ) , 8. 02 ( t, 1H, J = 5. 3 Hz ) , 8. 50 ( ddd, 2H, J = 5. 8 
Hz, 9. 0 Hz, 9. 0 Hz ) 

mmmn •. 6, i-v* v^-i- (4-7jvta7x_jw -4- (4- 

7*^75 7) ^yj> Wb£»210) 
TOF-MS : 454 [ M+H ] 

'H-NMR ( 270 MHz , DMSO-d 6 ) 6 ( ppm ) : 1. 55 ( t t , 2H , J = 7. 2 Hz , 
7. 2 Hz ) , 1. 73 ( t t , 2H , J = 6. 8 Hz , 7. 5 Hz ) , 2. 11 ( s , 3H ) , 2 
. 29-2. 35 ( br , 10H ) . 3. 65 ( d t , 2H , J = 5. 1 Hz , 6. 6 Hz ) , 3. 90 ( 
s , 3H ) , 3. 92 ( s , 3H ) , 7. 16 ( s , 1H ) , 7. 28 ( d d , 2H , J = 8. 7 

Hz , 8. 7 Hz ) , 7. 63 ( s , 1H ) , 7. 98 ( t , 1H , J = 5. 1 Hz ) , 8. 48 ( 

d d , 2H , J = 5. 9 Hz , 8. 7 Hz ) 

fmmu : 6. 7-v^ (4-7MD7i^) -4- UHEJUs'J J Zf^)V 

75 7) *rt-\TV> (fc£»208) 

TOF-MS : 441 I M+H ] 
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'H-NMR ( 270 MHz , DMSO-d, ) <5 ( ppm ) : 1. 59 ( t t , 2H , J = 7. 2 Hz , 
7. 2 Hz ) , 1. 72 ( t t , 2H , J = 6. 5 Hz , 7. 2 Hz ) , 2. 31-2. 36 ( m , 6H 
) , 3. 53 ( t , 4H , J = 4. 5 Hz ) , 3. 66 ( d t , 2H , J = 5. 1 Hz , 6. 5 Hz 
) , 3. 90 ( s , 3H ) , 3. 92 ( s , 3H ) , 7. 16 ( s , 1H ) , 7. 29 ( d d , 2 
H , J = 8. 9 Hz , 9. OHz ) , 7. 63 ( s , 1H ) , 7. 98 ( t , 1H , J = 5. 1 Hz 
) , 8. 49 ( d d , 2H , J = 5. 8 Hz , 8. 9 Hz ) 
H»J35 : 6. 7-5? * h^v-2- (4-^^7x-jl/) -4- 
5 7) *7-y*U> (fc£»251) 

TOF-MS : 437 [ M+H ] 

'H-NMR ( 270 MHz , DMS0-d 6 ) 6 ( ppm ) : 1. 56 ( t t , 2H , J = 7. 2 Hz , 

7. 2 Hz ) , 1. 75 ( t t , 2H , J = 6. 6 Hz , 7. 2 Hz ) , 2. 31-2. 34 ( m , 6H 

) , 2. 36 ( s , 3H ) , 3. 53 ( t , 4H , J = 4. 5 Hz ) , 3. 66 ( d t , 2H , J 

= 5. 2 Hz , 6. 6 Hz ) , 3. 89 ( s , 3H ) , 3. 92 ( s , 3H ) , 7. 15 ( s . 1H 

) , 7. 27 ( d , 2H . J = 8. 1 Hz ) , 7. 62 ( s , 1H ) , 7. 92 ( t , 1H , J = 

5. 2 Hz ) , 8. 35 ( d, 2H , J = 8. 1 Hz ) 

HMI36: 6, h^v-2- tt-*7?)V) -4- (4- (4-71=^-1-^5 

TOF-MS : 548 [ M+H ] 

'H-NMR ( 270 MHz , DMS0-d 6 ) 6 ( ppm ) : 1. 66 { t , 2H , J = 7. 2 Hz ) , 
1. 83 ( t t , 2H , J = 6. 2 Hz , 7. 2 Hz ) , 2. 44 ( m , 6H ) , 3. 05 ( m , 4 
H ) , 3. 76 ( d t , 2H , J = 5. 4 Hz , 6. 2 Hz ) , 3. 92 ( s , 3H ) , 3. 95 ( 

s , 3H ) ,6. 72-6. 85 ( m , 3H ) ,7. 13-7. 19 ( m , 2H ) . 7. 24 ( s , 1H ) 
, 7. 53-7. 57 ( m , 2H ) , 7. 67 ( s , 1H ) . 7. 93-8. 08 ( ■ , 4H ) , 8. 626 

( d d , 1H , J = 1.2 Hz , 8. 3 Hz ) , 9.01 ( s , 1H ) 

«f!l37:4- (4-y/W5;W75/) -6, 1-*=? ]/> ~?Jr* v-2- (4- 

^^7xr;W =^/'J> (fc£«312) 
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TOF-MS : 379 [ M+H ] 

'H-NMR ( 270 MHz , DMS0-d 6 ) 6 ( ppm ) : 1. 58 ( t t , 2H , J = 6. 0 Hz , 

6. 8 Hz ) , 1. 72 ( t t , 2H , J = 6. 8 Hz , 7. 1 Hz ) , 2. 26 ( s , 3H ) , 2 
.36 ( s . 3H ) , 2. 45 ( t , 2H , J = 7. 1Hz ) , 3. 62 ( d t , 2H , J - 5. 1 

Hz , 6. 6 Hz ) , 6. 18 ( s , 2H ) . 7. 13 ( s , 1H ) , 7. 27 ( d, 2H , J = 
8. 3 Hz ) , 7. 71 ( s , 1H ) . 7. 88 ( t , 1H , J = 5. 1 Hz ) , 8. 33 ( d , 2 
H , J = 8. 3 Hz ) 

: 6, 1-%^Vy^^y-l- (4-^^7x-JW -4- 
5^75/) *^/>J> Wfc£«328) 

TOF-MS : 421 [ M+H ] 

'H-NMR ( 270 MHz , DMSO-d, ) d ( ppm ) : 1. 54 ( t t , 2H , J = 6. 1 Hz , 

7. 2 Hz ) 1. 72 ( t t , 2H , J =7. 0 Hz , 7. 2 Hz ) , 2. 29-2. 36 ( m , 9H ) 
, 3. 53 ( t , 4H , J = 4. 4Hz ) , 3. 63 ( d t , 2H , J = 5. 4 Hz , 6. 1 Hz ) 

, 6. 17 ( s , 2H ) , 7. 12 ( s , 1H ) , 7. 26 ( d , 2H , J = 8. 1 Hz ) , 7. 6 
9 ( s , 1H ) , 7. 80 ( t , 1H , J = 5. 4 Hz ) , 8. 32 ( d , 2H , J = 8. 1 Hz 
) 

IIM39 : 6, 7-^l/>v**~>-4- (4- (4-*3\>P-l-fcf*5 7^)V7 

sy) -2- (4-^?;i/7i^) *^/u> at^mm) 

TOF-MS : 434 [ M+H ] 

'H-NMR ( 270 MHz , DMS0-d 6 ) 6 ( ppm ) : 1. 53 ( t t , 2H , J = 6. 1 Hz , 
7. 5 Hz ) , 1. 71 ( t t , 2H , J = 7. 0 Hz , 7. 5 Hz ) , 2. 13 ( s , 3H ) , 2 
. 29-2. 36 ( m , 13H ) , 3. 63 ( d t , 2H , J = 5. 1 Hz , 6. 1 Hz ) . 6. 17 ( s 
, 2H ) , 7. 13 ( s , 1H ) , 7. 27 ( d , 2H , J = 8. 1 Hz ) , 7. 69 ( s , 1H 
) , 7. 80 ( t , 1H , J = 5. 1 Hz ) , 8. 32 ( d , 2H , J = 8. 1 Hz ) 
Mmffl40:2- (f7MD7x-;W -4- (4-y^^7$;7W5/) -6, 

i-^vyv^^^J^y at-&t)3i3) 



64 



WO 02/062767 



PCT/JP02/01045 



TOF-MS : 383 [ M+H ] 

'H-NMR ( 270 MHz , DMS0-d 6 ) 6 ( ppm ) : 1. 55 ( t t , 2H , J = 6. 1 Hz , 
7. 0 Hz ) , 1. 71 ( t t , 2H , J = 7. 0 Hz , 7. 2 Hz ) , 2. 19 ( s . 6H ) , 2 
.37 ( t , 2H , 1 = 7. 2 Hz ) , 3. 63 ( d t, 2H , J = 5. 4 Hz , 6. 1 Hz ) , 6 
.18 ( s , 2H ) , 7. 14 ( s . 1H ) , 7. 28 ( d d , 2H , J = 9. 0 Hz , 9. 0 Hz 
) , 7. 70 ( s , 1H ) , 7. 91 ( t , 1H . J = 5. 4 Hz ) , 8. 47 ( d d d , 2H 
, J = 5. 8 Hz , 9. 0 Hz , 9. 0 Hz ) 

mmmu : 2- (4-7MD7i^) -6, 7-*? l i/>^:*^>-4- (4-t;i/*u; 

TOF-MS : 425 [ M+H ] 

] H-NMR ( 270 MHz , DMS0-d 8 ) 6 ( ppm ) : 1. 54 ( t t , 2H , J = 6. 3 Hz , 
7. 4 Hz ) , 1.72 ( t t , 2H , J = 7. 0 Hz , 7. 4 Hz ) , 2. 29-2. 34 ( m , 6H 
) , 3. 52 ( d , 4H , J = 4. 5 Hz ) , 3. 63 ( d t . 2H , J = 5. 1 Hz , 6. 3 Hz 
) , 6. 18 ( s . 2H ) , 7. 14 ( s , 1H ) , 7. 28 ( d d , 2H , J = 8. 9 Hz , 8 
. 9 Hz ) , 7. 70 ( s , 1H ) , 7. 86 ( t , 1H , J = 5. 1 Hz ) , 8. 46 ( d d d 
, 2H , J = 5. 8 Hz , 8. 9 Hz , 8. 9 Hz ) 

mmm42 : 2- U-y)V^uy^-)V) -6, l-t^Uy-J^r^^-A- (4- (A-*3-)V- 
TOF-MS : 438 [ M+H ] 

'H-NMR ( 270 MHz , DMS0-d 6 ) 6 ( ppm ) : 1. 53 ( t t , 2H , J = 6. 0 Hz , 
7. 6 Hz ) , 1. 70 ( t t , 2H , J = 6. 7 Hz , 7. 6 Hz ) , 2. 11 ( s , 3H ) , 2 
. 28-2. 33 ( i , 10H ) , 3. 62 ( d t , 2H , J = 5. 1 Hz , 6. 0 Hz ) , 6. 18 ( s 
, 2H ) , 7. 14 ( s , 1H ) , 7. 28 ( d d , 2H , J = 8. 9 Hz , 8. 9 Hz ) , 7. 
70 ( s , 1H ) , 7. 85 ( t , 1H . J = 5. 1 Hz ) , 8. 46 ( d d d , 2H , J = 5 
. 9 Hz , 8. 9 Hz , 8. 9 Hz ) 

HM43 : 6-75 7-2- (4-7^D7i^W -4- (4- (4-*9\>l/-l-fc!^ z?- 

;w 7*^7$;) *^/u> (fb#*34i) 
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TOF-MS : 396 [ M+H ] 

'H-NMR ( 270 MHz , DMSO-d 6 ) 6 ( ppm ) : l. 54 ( t t , 2H , J = 6. 7 Hz , 
7. 3 Hz ) , 1. 72 ( t t , 2H , J = 7. 3 Hz , 7. 8 Hz ) , 2. 30-2. 35 ( a , 6H 
) , 3. 52 ( t , 4H , J = 4. 3 Hz ) , 3. 62 { d t , 2H , J = 4. 8 Hz , 6. 7 Hz 
) , 5. 42 ( br , 2H ) , 7. 10-7. 16 ( m , 2H ) , 7. 25 ( d d , 2H , J = 8. 6 
Hz , 9. 0 Hz ) , 7. 49 ( d , 1H , J = 8. 1 Hz ) , 7. 78 ( t , 1H , J = 4. 8 H 
z ) , 8. 44 ( d d d , 2H , J = 5. 9 Hz , 8. 6 Hz , 8. 6 Hz ) 
mM&Ul:2- (B-^Dn-S-bfUvW -6, (3-y/^7 5 J 7 

□ tf;i/75/) *±VV> Offc£*&129) 

TOF-MS : 402 [ M+H ] 

'H-NMR ( 270 MHz . DMSO-d 6 ) 5 ( ppm ) : 1. 85 ( t t , 2H , J = 6. 0 Hz , 
7. 0 Hz ) , 2. 18 ( s , 6H ) , 2. 37 ( t , 2H , J = 7. 0 Hz ) , 3. 67 ( d t , 
2H , J = 5. 1 Hz , 6. 0 Hz ) , 3. 91 ( s , 3H ) , 3. 93 ( s , 3H ) , 7. 19 ( 
3 . 1H ) . 7. 60 ( s , 1H ) , 7. 63 ( d , 1H , J = 8. 3 Hz ) , 8. 19 ( t , 1 
H , J = 5. 1 Hz ) , 8. 72 ( d d , 1H , J = 2. 4 Hz , 8. 3 Hz ) , 9. 35 ( d , 
1H . J = 2. 4 Hz ) 

: 6, 7-5?* h*->-4- (4-y/ /A^yj]/75 /) -2- (2-^7 

TOF-MS : 459 [ M+H ] 

'H-NMR ( 270 MHz , MS0-d 6 ) 6 ( ppm ) : 1. 45 ( br , 4H ) , 1. 58 ( t , 2 
H , J = 7. 8 Hz ) , 1. 80 ( t t , 2H , J = 6. 4 , 7. 8 Hz ) , 2. 46 ( s , 6H ) 
, 2. 71 ( t , 2H , J = 7. 5 Hz ) , 3. 75 ( d t , 2H , J = 4. 8 Hz , 6. 4 Hz 
) , 3. 93 ( s , 3H ) , 3. 95 ( s , 3H ) , 7. 23 ( s , 1H ) , 7. 54-7. 58 ( m 
, 2H ) , 7. 71 ( s , 1H ) , 7. 94-8. 11 ( m , 4H ) , 8. 62 ( d d , 1H , J = 
1. 6 Hz , 9. 4 Hz ) , 9. 00 ( s , 1H ) 
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TOF-MS : 409 [ M+H ] 

'H-NMR ( 270 MHz , DMSO-d, ) d ( ppm ) : 1. 53 ( t t , 2H , J = 6. 0 Hz , 
7. 5 Hz ) , 1. 71 ( t t , 2H . J = 6. 6 Hz , 7. 5 Hz ) , 2. 10 ( s , 3H ) , 2 
. 28-2. 33 ( n , 10H ) , 3. 60 ( d t , 2H , J = 5. 4 Hz , 6. 0 Hz ) , 5. 42 ( b 
r , 1H ) , 7. 10-7. 16 ( m , 2H ) , 7. 25 ( d d , 2H . J = 8. 9 Hz , 8. 9 Hz 
) , 7. 48-7. 55 ( m , 1H ) , 7. 78 ( t , 1H , J = 5. 4 Hz ) , 8. 44 ( d d d , 
2H , J = 5. 8 Hz , 8. 9 Hz , 8. 9 Hz ) 

mMM44 : 6, 7-5?* b*5-4- (3-5?*^;i/7i~ * 7u *) -2- (3-fU 

*JM ^t 4 /'J> Oft£tll24) 

TOF-MS : 368 [ M+H ] 

'H-NMR ( 270 MHz , DMS0-d 6 ) 6 ( ppm ) : 1. 88 ( t t , 2H , J = 6. 4 Hz , 
6. 9 Hz ) , 2. 21 ( s , 6H ) , 2. 41 ( t , 2H , J = 6. 9 Hz ) , 3. 69 ( d t , 
2H , J = 5. 4 Hz , 6. 4 Hz ) , 3. 91 ( s , 3H ) . 3. 93 ( s , 3H ) , 7. 20 ( 
s , 1H ) , 7. 51 ( d d , 1H , J = 4. 1 Hz , 7. 8 Hz ) , 7. 61 ( s . 1H ) , 8 
. 17 ( t , 1H , J = 5. 4 Hz ) , 8. 64 ( d , 1H , J = 4. 1 Hz ) , 8. 70 ( d , 
1H , J = 7. 8 Hz ) , 9. 58 ( d , 1H , J = 1. 3 Hz ) 

H»J45 : 6, 7-5?* h + (3-S?*^75 * 7u *) -2- (6-*3=- 

;P-3-fc?U5W) *1-VV> Mfc£ttl28) 

TOF-MS : 382 [ M+H ] 

'H-NMR ( 270 MHz , DMSO-d B ) 6 ( ppm ) : l. 86 ( t t , 2H , J = 6. I Hz , 
6. 9 Hz ) , 2. 18 ( s , 6H ) , 2. 36 ( t , 2H , J = 6. 9 Hz ) , 2. 53 ( s , 3 
H ) , 3. 67 ( d t , 2H , J = 5. 4 Hz ', 6. 1Hz ) , 3. 90 ( s , 3H ) , 3. 93 ( 
s , 3H ) . 7. 18 ( s , 1H ) , 7. 35 ( d , 1H , J = 8. 3 Hz ) , 7. 59 ( s , 1 
H ) , 8. 11 ( t , 1H , J = 5. 1 Hz ) , 8. 59 ( d d , 1H , J = 1. 8 Hz , 8. 3 
Hz ) , 9. 45 ( d . 1H , J = 1. 8 Hz ) 

«#J46 : 6-7 5^-2- (4-7JVtD7i^Jl/) -4- U-^l/fcU * ^;i/7 5 * 
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HM!49:2- (4-kKn*->7x=JW -6, h^>-4- (3-v^^;i/7$ 7 

^□h°;V75y) *:+-yu> (fls£*ii2) 

TOF-MS : 383 [ M+H ] 

'H-NMR ( 270 MHz , DMSO-d 6 ) <5 ( ppm ) : 2. 09 ( tt, 2H , J = 7. 2 Hz, 7. 9 
Hz ) , 2. 79 ( s, 6H ) , 3. 19 ( t, 2H, J = 7. 2 Hz ) , 3. 83 ( br, 2H ) , 

3. 94 ( s. 3H ) , 3. 97 ( s, 3H ) , 7. 02 ( d, 2H, J = 8. 6 Hz ) , 7. 41 ( s, 
1H ) , 7. 79 ( br, 1H ) , 8. 25 ( d, 2H, J = 8. 6 Hz ) 

*Jfi«50:6,7-^h*S/-2- 0,-jr7*)V) -4- (4- {\-\ZUV-)V) 7>;i/ 

75 y) *^/y> (-fc-&«i65) 

TOF-MS : 472 [ M+H ] 

'H-NMR ( 270 MHz , DMSO— d B ) 5 ( ppm ) : 1. 82 ( br , 4H ) , 3. 10 ( br , 

2H ) , 3. 32 ( br , 8H ) , 3. 88 ( br , 2H ) , 3. 96 ( s , 3H ) , 3. 99 ( s , 

3H ) , 7. 52 ( s , 1H ) , 7. 68-7. 71 ( m , 2H ) , 7. 88 ( s , 1H ) , 8. 05- 

8. 18 ( m , 3H ) , 8. 42 ( d , 1H , J = 8. 6 Hz ) , 9. 00 ( s , 1H ) 

mmm\ ■. 6-757-2- (4-7^071^) -a- (^^T^yy^y 
ay) *:?-yy> (fc£%3i5) 

TOF-MS : 354 [ M+H ] 

'H-NMR ( 270 MHz , DMS0-d 6 ) 6 ( ppm ) : 1. 22 ( t, 3H, J = 7. 5 Hz ) , 1.7 
4 ( br, 4H ) , 2. 74 ( s, 6H ) , 3. 10 ( br, 2H ) , 3. 78 ( br, 2H ) , 7. 30 
-7. 35 ( m, 2H ) , 7. 49 ( dd, 2H, J = 8. 8 Hz, 8. 9 Hz ) , 7. 73 ( d, 1H, J 
= 8. 9 Hz ) , 8. 37 ( ddd, 2H , J = 5. 4 Hz, 8. 8 Hz, 8. 9 Hz ) 
«^!152 : 6-7 5 7 -4- (4~^^^75 J ^)V7B. 7 ) -2- (4-^^7x- 
)V) *^/U> (fc-&*314) 

mmntmM(D-%&T:®£>nz>4- (4-tHn^>yw5/) -2- u-*^ 

JV7xiJW -6--ho^tVU> ( 0.57 mmol , 0. 20 g ) *mttt-M m 
lfc*#l/2I^M*a«ELfc. Slf5l^MEilLfel, S&tcx-x^fcflO*.** 
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fc!£ 0 B H ( 0. 27 Eimol , 0. 10 g ) V7daV-;H5 sililliLy^^l/J^ 
>7kmm. 2 ml> hUxfjV75>0.2 ml^iP^36fl#P^ji^bfc 0 

TOF-MS : 350 [ M+H ] 

'H-NMR ( 270 MHz , DMS0-d 6 ) <5 ( ppm ) : 1. 75 ( br, 4H ) , 2. 44 ( s, 3H 
) , 2. 73 ( s, 6H ) , 3. 10 ( br, 2H ) , 3. 79 ( br, 2H ) , 7. 28 ( s, 1H ) 
, 7. 33 ( d, 1H, J = 8. 9 Hz ) , 7. 47 ( d, 2H, J = 8. 4 Hz ) , 7. 75 ( d, 1H 
, J = 8. 9 Hz ) . 8. 20 ( d, 2H, J = 8. 4 Hz ) 

l«l»J53 : 6-757-4- (4- (A-^^)V-\-^y-J-)V) ^JV75 7) -2- (4 
TOF-MS : 405 [ M+H 3 

'H-NMR ( 270 MHz , DMS0-d 6 ) 5 ( ppm ) : 1. 83 ( br, 4H ) , 2. 43 ( s, 3H 
) , 2. 80 ( s, 3H ) , 3. 21 ( br, 2H ) , 3. 65 ( br, 4H ) , 3. 70 ( br, 4H ) 
, 3. 79 ( br, 2H ) , 7. 36-7. 48 ( m, 4H ) , 8. 10 ( d, 2H, J = 8. 9 Hz ) , 
8. 35 ( d, 2H, J = 8. 9 Hz ) 

HM54 : 6-7 5 7-2- (4-^^7xZjP) -4- (ftM'Jy7*^75y) 
*± S ./U> «t^350) 

TOF-MS : 392 [ M+H ] 

'H-NMR ( 270 MHz , DMS0-d 6 ) 5 ( ppm ) : 1. 76 ( br, 4H ) , 2. 44 ( s, 3H 
) , 3.01-3.15 ( m, 6H ) , 3.45 ( br, 4H ) , 3.79 ( br, 2H ) , 7.27 ( s, 
1H ) , 7. 33 ( d, 1H, J = 8. 1 Hz ) , 7. 47 ( d, 2H, J = 8. 1 Hz ) , 7. 75 ( 
d, 1H, J = 8. 7 Hz ) , 8. 19 ( d, 2H, J = 8. 1 Hz ) 

^»J55 : 6, 7-^7 h^rV-4- (4-^WS/^75/) -2- (2-^73^ 
) *±\/L)> (4fc£t!34) 

TOF-MS : 417 [ M+H ] 
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'H-NMR ( 270 MHz , DMSO-d 6 ) 6 ( ppm ) : 1. 75-1. 83 ( m, 4H ) , 2. 49 ( br 
, 3H ) , 2. 97 ( br, 2fl ) , 3. 88 ( br, 2H ) , 3. 96 ( s, 3H ) , 3. 99 ( s, 
3H), 7.48 ( s, 1H ) , 7. 67-7. 70 (m, 2H ) , 7. 85 ( s, 1H ) , 8.05-8.08 
(id, 1H ) , 8. 42-8. 45 ( m, 2H ) , 8. 44 ( d, 1H, J = 8. 1 Hz ) , 8. 99 ( s, 
1H ) 

mmmU:2- (2-^>77U;l/) -6,7- it* h**>-4- (3-^W5^dH 

)V7$s) ^;<J> (ft^*i23) 

TOF-MS : 407 [ M+H ] 

'H-NMR ( 270 MHz , DMS0-d 6 ) 6 ( ppm ) : 1. 86 ( t t , 2H , J = 7. 0 Hz , 
7. 0 Hz ) , 2. 20 ( s , 6H ) , 2. 38 ( t . 2H , J = 7. 0 Hz ) , 3. 65 ( d t , 
2H , J = 5. 4 Hz , 7. 2 Hz ) , 7. 25 ( s , 1H ) , 7. 29 ( d d , 1H , J = 7. 0 
Hz , 8. 3 Hz ) . 7. 39 ( d d . 1H , J = 8. 3 Hz , 8. 3 Hz ) , 7. 60 ( s , 1H 
) , 7. 67 ( d , 1H , J = 8. 3 Hz ) , 7. 75 ( d , 1H , I = 7. 0 Hz ) , 8. 12 
( t , 1H , J = 5. 4 Hz ) 

^M^J57:4- (3-v^3^7S/:/at°;i/X3- J) -2- (2-±y^)V) *-fVV> 
Mb£*271) 

TOF-MS : 357 [ M+H ] 

'H-NMR ( 270 MHz , DMSO-d 6 ) <5 ( ppm ) : 1. 92 ( t t , 2H , J = 6. 5 Hz , 
6. 5 Hz ) , 2. 21 ( s , 6H ) , 2. 47 ( t , 2H , J = 6. 5 Hz ) , 3. 81 ( d t , 
2H , J = 5. 0 Hz , 6. 5 Hz ) , 7. 25-7. 26 ( m , 1H ) , 7. 55-7. 68 ( m , 6H ) 

, 7. 95-809 ( m , 3H) , 8. 62 ( d d , 1H , J = 1. 2 Hz , 8. 5 Hz ) , 9. 02 

( s , 1H ) 

H»J58:4- tt-i?*f-)V7$;7W)\'7$S) -6-*?)V-2- i2-i~y^JV) 
TOF-MS : 371 [ M+H ] 

'H-NMR ( 270 MHz , DMS0-d 6 ) 6 ( ppm ) : 1. 90 ( t t , 2H , J = 6. 6 Hz , 

70 



WO 02/062767 



PCT/JP02/01045 



7. 1 Hz ) , 2. 21 ( s , 6H ) , 2. 41 ( t , 2H , J = 7. 1 Hz ) , 2. 50 ( s , 3 
H ) , 3. 75 ( d t , 2H , J = 5. 4 Hz , 6. 6Hz ) , 7. 54-7. 58 ( i , 2H ) , 7. 
62 ( d d , 1H , J = 1. 4 Hz , 8. 3 Hz ) , 7. 72 ( d . 1H , J = 8. 3 Hz ) , 7 
. 95-8. 08 ( m , 4H ) , 8. 34 ( t , 1H , J = 5. 4 Hz ) , 8. 62 ( d d , 1H , J 
= 1. 4 Hz , 8. 1 Hz ) , 9. 02 ( s , 1H ) 

«$I59 : 6, l-i?7)l*n-4- (3-y^fjV7 5 J 7°U J ) -2- 0-±7 

TOF-MS : 393 [ M+H ] 

'H-NMR ( 270 MHz , DMS0-d 6 ) <5 ( ppi ) : 1. 90 ( t t , 2H , J = 7. 0 Hz , 
7. 1 Hz ) , 2. 20 ( s , 6H ) , 2. 40 ( t , 2H , J = 7. 0 Hz ) , 3. 75 ( d t , 
2H , J = 5. 8 Hz , 7. 1 Hz ) , 7. 55-7. 62 ( m , 2H ) , 7. 81 ( d d , 1H , J 
= 7. 3 Hz , 10. 7 Hz ) , 7. 96-8. 09 ( ■ , 3H ) , 8. 37 ( d d , 1H , J = 7. 3 
Hz , 10. 7 Hz ) , 8. 41 ( t , 1H , J = 5. 8 Hz ) , 8. 59 ( d d , 1H , J = 1. 
4 Hz , 8. 8 Hz ) , 9. 02 ( s , 1H ) 

«#J60:4- (3-^^^;P75/^ntf;i/7$y) -6, l-*7U>i?**ls-2- (2 
-i-7^)V) *^/'J> Mfc£«278) 

TOF-MS : 401 [ M+H ] 

'H-NMR ( 270 MHz , DMS0-d 6 ) 6 ( ppm ) : 1. 88 ( t t , 2H , J = 6. 8 Hz , 
7. 0 Hz ) , 2. 19 ( s , 6H ) , 2. 39 ( t , 2H , J = 7. 0 Hz ) , 3. 71 ( d t , 
2H , J = 5. 1 Hz , 6. 8 Hz ) , 6. 20 ( s , 2H ) , 7. 21 ( s , 1H ) , 7. 52-7. 
58 ( m , 2H ) , 7. 68 ( s , 1H ). , 7. 94-8. 06 ( m , 4H ) , 8. 58 ( d d , 1H 
. J = 1. 4 Hz , 8. 8 Hz ) , 8. 97 ( s , 1H ) 

»J61 : 4- (3-v*5f;i/75/7°Pt:^75/) -2- (2-^7^;W <>X[g) 
> (ft^#J279) 

TOF-MS : 407 [M+H 3 

'H-NMR ( 270 MHz , DMS0-d 6 ) 6 ( ppm ) : 1. 98 ( tt, 2H, J = 6. 4 Hz, 7. 2 
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Hz ) . 2. 24 ( s. 6H ) , 2. 47 ( t, 2H, J = 7. 2 Hz ) , 3. 86 ( dt, 2H, J = 
5. 4 Hz, 6. 4 Hz ) , 7. 53-7. 65 ( m, 4H ) , 7. 97-8. 13 ( in, 5H ) , 8. 42 ( s, 

1H ) , 8. 72 ( dd, 1H, J = 1. 2 Hz, 8. 5 Hz ) , 8. 86 ( t, 1H, J = 5. 4 Hz ) 

, 8. 95 ( s, 1H ) , 9. 13 ( s, IH ) 

^M#II62 : 6-75 7-4- (3-^*9^75 J 7n t?;!/75 J ) -2- (2-±y^)l) 
TOF-MS : 372 [ M+H ) 

'H-NMR ( 270 MHz , DMS0-d 8 ) <5 ( ppm ) : 1. 90 ( t t , 2H , J = 6. 7 Hz , 
7. 1 Hz ) , 2. 25 ( s , 6H ) , 2. 45 ( t , 2H , J = 6. 7 Hz ) , 3. 70 ( d t . 
2H , J = 4. 7 Hz , 7. 1 Hz ) , 5. 50 ( s , 2H ) , 7. 04 ( d , IH , J = 2. 3 H 
z ) , 7. 17 ( d d , IH , J = 2. 3 Hz , 8. 6 Hz ) , 7. 52-7. 58 ( m , 3H ) , 7 
. 92-8. 04 ( m , 4H ) , 8. 58 ( d d , IH , J = 1. 7 Hz , 8. 5 Hz ) , 8. 94 ( s 
, IH ) 

«W3 : HDD-4- (3-i?*^)V75.;zfU\Z)l7S.y) -2- (2-j-7^)\>) 
**V/U> Mfc£«275) 

TOF-MS : 391 [ M+H ] 

'H-NMR ( 270 MHz , DMS0-d 6 ) 6 ( ppi ) : 1. 91 ( t t , 2H , J = 6. 8 Hz , 
7. 2 Hz ) , 2. 23 ( s , 6H ) , 2. 44 ( t , 2H , J = 6. 8 Hz ) , 3. 76 ( d t , 
2H , J = 5. 0 Hz , 7. 6 Hz ) , 7. 53-7. 60 ( m , 3H ) , 7. 84 ( d , IH , J = 
2. 1 Hz ) , 7. 96-8. 09 ( m , 3H ) , 8. 28 ( d , IH , J = 9. 1 Hz ) , 8. 59-8. 
63 ( m , 2H ) , 9. 04 ( s , IH ) 

HJ6M64 : 6-*nD-4- (3-^7^;i/75 J 7n \L)\,7% J ) -2- (2-i~y^)V) 
^l/U> <fc£*276) 

mmm 1 1 mm * % ^rumc^m * 

TOF-MS : 391 [ M+H ] 

'H-NMR ( 270 MHz , DMS0-d 6 ) 6 ( ppm ) : 1. 90 ( t t , 2H , J = 6. 9 Hz , 

7. 0 Hz ) , 2. 20 ( s , 6H ) , 2. 40 ( t . 2H , J = 6. 9 Hz ) , 3. 76 ( d t , 
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2H , J = 5. 7 Hz , 7. 0 Hz ) , 7. 56-7. 60 ( ■ , 2H ) , 7. 80-7. 85 ( i , 2H ) 
, 7. 96-8. 09 ( m , 3fl ) , 8. 42 ( d , 1H , J = 1. 6 Hz ) , 8. 51 ( t , 1H , 
J = 5. 7 Hz ) , 8. 61 (dd, 1H , J = 1. 8Hz , 8. 5 Hz ) , 9. 03 ( s , 1H ) 
: 6-7*a^-4- (Z-*J*3-)V7$ J 7*P b!;i/7^ J ) -2- (2-i~y^)V) 

*^7U> (flS^«277) 

TOF-MS : 437 [ M+H ] 

'H-NMR ( 270 MHz , DMS0-d 6 ) 5 ( ppm ) : 1. 90 ( t t , 2H , J = 6. 9 Hz , 

7. 2 Hz ) , 2. 20 ( s , 6H ) , 2. 40 ( t , 2H , J = 6. 9 Hz ) , 3. 76 ( d t , 
2H , J = 5. 4 Hz , 7. 2 Hz ) , 7. 56-7. 60 ( m , 2H ) , 7. 75 ( d , 1H , J = 

8. 7 Hz ) , 7. 91 ( d d , 1H , J = 2. 2 Hz , 8. 7 Hz ) , 7. 96-8. 09 ( m , 3H ) 
, 8. 53 ( t , 1H , J= 5. 4 Hz ) , 8. 56 ( d , 1H , J = 2. 2 Hz ) , 8. 61 ( 

d. d , 1H , J = 1. 58 Hz , 8. 8 Hz ) , 9. 04 ( s , 1H ) 

iyS0iJ66 : 4- (3-y^^JV75; 7°atf;t/7^/) -7-* 5^-2- (2-^75 1 ;P) 

*"7-l/U> at£t!273) 

TOF-MS : 371 [ M+H ] 

'H-NMR ( 270 MHz , DMSO-d 6 ) 5 ( ppm ) : 2. 21 ( t t , 2H , J = 7. 0 Hz , 
7. 5 Hz ) , 2. 57 ( s , 3H ) , 2. 77 ( s , 6H ) , 3. 26 ( t , 2H , J = 7. 5 H 
z ) , 3. 96 ( d t , 2H , J = 4. 8 Hz , 7. OHz ) , 7. 61 ( d , 1H , J = 8. 3 H 
z ) , 7. 69-7. 73 ( m , 2H ) , 7. 97-8. 09 ( m , 2H ) , 8. 17-8. 23 ( m , 2H ) 
, 8. 49 ( s , 1H ) , 8. 50 ( d , 1H , J = 8. 3 Hz ) , 10. 39 ( br . 1H ) 
«#I67 : 6-7-fe^;PT$y-4- iZ-5?*?)V7S. / ~fu hf;P75 /) -2- (2-± 
75P;i/) *:M/U> (fc£*&308) 

^unimmmwvrco TO^teiHb^, mm^Mzmm^xmm 
ft. 
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TOF-MS : 414 [ M+H ] 

'H-NMR ( 270 MHz , DMS0-d 6 ) <5 ( ppm ) : 2. 15 ( br, 5H ) , 2. 78 ( s, 3H 
) , 2. 80 ( s, 3H ) , 3. 23 ( br, 2H ) , 3. 89 ( br, 2H ) , 7. 65-7. 68 fan, 2 
H ) , 7. 84 ( d, 1H. J = 8. 2 Hz ) . 7. 94-7. 96 ( m, 1H ) 7. 96 ( d, 1H, J 
= 8. 2 Hz ) , 8. 12-8. 18 ( m, 2H ) , 8. 48 ( d, 1H, J = 8. 3 Hz ) , 8. 73 ( s 
, 1H ) , 9. 00 ( s, 1H ) , 9. 63 ( br, 1H ) 

H»J68 : 6, h*5/-2- (4-y^fJV7$; 7x"W -4- )V7 

TOF-MS : 326 [ M+H ] 

»l69:6-^^75 7-4- (3-^9^7 5 J 7°U tf;i/7 5 / ) -2- (2-*- 
+^-»/U> (ft^*309) 
£*«28T#&ft*fc£»£je#i:bT**>>-;M0 mlfclgfi? U U > 
1 nl*Jn*.5%A53>£Aifc*0. 10 g^W^LT^MT^SiltKcbDiCfE 

TOF-MS : 400 [ M+H ] 

'H-NMR ( 270 MHz , DMS0-d 6 ) 6 ( ppm ) : 2. 16 ( tt, 2H, J = 5. 4 Hz, 7. 0 

Hz ) , 2. 85 ( s, 6H ) , 3. 10 ( s, 6H ) , 3. 26 ( t, 2H, J = 5. 4 Hz ) , 3. 

93 ( dt, 2H, J = 5.4 Hz, 7. 0 Hz ) , 7.36 ( s, 1H ) , 7.58-7.72 (m, 3H ) 

, 7. 90 ( d, 2H, J = 9. 4 Hz ) , 8. 04-8. 08 ( m, 1H ) , 8. 14-8. 17 ( i, 2H ) 

, 8. 43 ( d, 1H, J = 8. 3 Hz ) , 8. 96 ( s, 1H ) , 9. 68 ( br, 1H ) 

mmmio : 6, i-y* v^-i- (u-^/fiV7x^) -4- (3-^^75; 

TOF-MS : 395 [ M+H ] 

'H-NMR ( 270 MHz , DMS0-d 6 ) 6 ( ppm ) : 1. 87 ( tt, 2H. J = 6. 7 Hz, 7. 2 . 

Hz ) , 2. 20 ( s, 6H ) , 2. 28 ( s, 3H ) , 2. 31 ( s, 3H ) , 2. 39 ( t, 2H, 

J = 6. 7 Hz ) , 3. 63 ( dt, 2H, J = 5. 7 Hz, 7. 2 Hz ) , 3. 89 ( s, 3H ) , 3. 

92 •( s, 3H ) , 7. 16 ( s, 1H ) , 7. 22 ( d, 1H, J = 7. 8 Hz ) , 7. 56 ( s, 1 
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H ) , 8. 01 ( t, 1H, J = 5. 7 Hz ) , 8. 18 ( d, 2H, J = 7. 8 Hz ) , 8. 24 ( s, 
1H ) 

HWJ71:2- (M-y7Wo7x-jW -6, 1-9* b**>-4- iZ-V*?)V73i 
TOF-MS : 403 [ M+H ] 

'H-NMR ( 270 MHz , DMS0-d 6 ) 6 ( ppm ) : 2. 09 ( tt, 2H, J = 7. 6 Hz, 7. 8 
Hz ) , 2. 78 ( s, 3H ) , 2. 79 ( s, 3H ) , 3. 21 ( t, 2H, J = 7. 6 Hz ) , 3. 
79 ( t, 2H. J = 7. 8 Hz ) , 3. 93 ( s, 3H ) , 3. 95 ( s, 3H ) , 7. 31 ( s, 1 
H ) , 7.65 ( d, 1H, J = 9. 7 Hz ) , 7.72 ( s, 1H ), 8.27-8.42 ( m, 2H ) 
mnW2 : 2- (f7J^D-3-/fJV7i-Jl/) -6, 7-$?* h*~>-4- (3-^pWW 

y$/7°nt°;i/75y) *^/u> ut&mm) 

TOF-MS : 399 [ M+H ] 

'H-NMR ( 270 MHz , DMS0-d 6 ) <5 ( ppi ) : 2. 10 ( tt, 2H, J = 7. 2 Hz, 7. 8 
Hz ) , 2. 38 ( s, 3H ) , 2. 78 ( s, 3H ) , 2. 79 ( s, 3H ) , 3. 22 ( t, 2H, 
J = 7. 2 Hz ) , 3. 82 ( t, 2H, J = 7. 8 Hz ) , 3. 94 ( s, 3H ) , 3. 97 ( s, 3 
H) , 7.37-7.40 ( m, 2H ) . 7. 77 ( s, 1H ), 8.25-8.32 ( m, 2H ) 

BALB/cT^* (B*^l/7) (Dmmmm (1 x 10 6 / well) fcWxUTDNA 
te»*tt^EW*W , r*20ierCD'&d6*U rfDNA (5' -TCCATGACGTTCCTGATGCT-3' : 
0.3 uU) RtHHWfcS&JJllU 37t:, 5XC0,fiFifiETT18ll9M*««, ±«1 : >lcS^ 
Sn*TNF-a3ttfIL-6SElISA-kit (TNF-a : GenzymeMki U IL-6 : Endogene 
tbUkit) 

TNF-a, IL-6©g*lfl*^fflCDIC 50 fi[ST«fc^-r. 
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mm 74 : mnm 

%tik \z&v & & a flaw £f&£ u & . 



HJfiWlO©^* 30 mg 

7^ h-x 124. 2 mg 

Jilli^M 40 mg 

t Hn+->^Dtf;v-t;i/n-7, 5 mg 

Xf7'J>t7^>^i 0.8 mg 



H»J75 : 6, 7~?* h^r->-4- (4- (X3MW2-t Fn^yX^75/) -y'^Jl 

jay) -2- (-2-±7^;p) +^-v>j> (fc&mm 

TOF-MS : 475 [ M+H ] 

J H-NMR ( 270 MHz . DMS0-d 6 ) <5 ( ppm ) : 0. 93 ( t, 3H, J = 7. 0 Hz ) , 1. 
58 ( tt, 2H, J = 6. 8 Hz, 7. 0 Hz ) , 1. 78 ( tt, 2H, J = 7. 0 Hz, 7. 1 Hz ) 
, 2.46-2.54 ( m, 6H ) , 3.44 ( t, 2H, J = 6. 6 Hz ) , 3.74 ( dt. 2H, J = 
5. 0 Hz, 7. 0 Hz ) , 3. 92 ( s, 3H ) , 3. 95 ( s, 3H ) , 4. 30 ( br, 1H ) , 7 
. 24 ( s, 1H ) , 7. 52-7. 58 ( m, 2H ) , 7. 66 ( s, 1H ) , 7. 94-8. 08 ( m, 4H 
) , 8. 63 ( d, 1H, J = 10. 3 Hz ) , 9. 01. ( s. 1H ) 

HWJ76 : 6, 7-5? * h^rv-4- (4- (X.^-2-t KD^yl^7$;) -y'^)V 
7 5:/) -2- (-4-7M07I-JW *1rVV> (^-^^378) 

2- (x^75;) x* j-)v*mPt\zm^ mmmtmm<D-%&*m^Tm 

TOF-MS : 443 [ M+H ] 

'H-NMR ( 270 MHz , DMS0-d 6 ) <5 ( ppm ) : l. 00 ( t, 3H, J = 6. 8 Hz ) , l. 

61 ( tt, 2H, J = 6.0 Hz, 7.0 Hz ) , 1.75 ( tt, 2H, J = 6. 3 Hz, 7. 0 Hz ) 

, 2. 67 ( m, 6H ) , 3. 51 ( t, 2H, J = 5. 6 Hz ) , 3. 67 ( dt, 2H, J = 5. 4 H 

z, 6. 3 Hz ) , 3. 90 ( s, 3H ) , 3. 92 ( s, 3H ) , 4. 62 ( br, 1H ) , 7. 16 ( 

s, 1H ) , 7. 29 ( dd, 2H, J = 8. 9 Hz, 9. 0 Hz ) , 7. 66 ( s, 1H ) , 8. 06 ( 

t, 1H, J = 5. 4 Hz ) , 8. 49 ( dd, 2H, J = 5. 8 Hz, 8. 9 Hz ) 
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mmmn : 6, i-v* h^>-4- u-ep^jv^u j 7*3^75 /) -2- (-2-^7^ 

o 

TOF-MS : 489 [ M+H ] 

'H-NMR ( 270 MHz , DMS0-d 6 ) 6 ( ppm ) : 1. 61 ( tt, 2H, J = 7. 0 Hz, 7. 2 
Hz ) , 1. 77 ( tt, 2H, J = 6. 3 Hz, 7. 2 Hz ) , 2. 41 ( t, 2H, J = 7. 0 Hz ) 
, 2. 56 ( t, 4H, J = 6. 2 Hz ) , 2. 60 ( t, 4H, J = 6. 2 Hz ) , 3. 74 ( dt, 2 
H, J = 5. 0 Hz, 6. 3 Hz ) , 3. 92 ( s, 3H ) , 3. 95 ( s, 3H ) , 7. 23 ( s, 1H 

) , 7.52-7.58 ( m, 2H ) , 7. 60 ( s, 1H ) , 7.93-8.09 ( m, 4H ) , 8. 61 ( 

dd, 1H, J = 1. 5 Hz, 8. 8 Hz ) , 9. 00 ( s. 1H ) 

*»J78 : 6, h*zs-A- (4- (4-fc Fn^rvtf^U ^1/75;) 

-2- i-2-i-y^)V) *j-VV> ttb£<»382) 

4- 1 h □ * tr ^ u > *w,m \~m ^ in»j3 t mmo-xm & m ^ rumt^ 

TOF-MS : 487 [ M+H ] 

'H-NMR ( 270 MHz , DMS0-d 6 ) 5 ( ppi ) : 1. 14-1. 23 ( i, 1H ) , 1. 33-1. 40 
( m, 2H ) , 1.59-1.73 ( m, 4H ) , 1.76-1.81 ( m, 2H ) , 1.99 ( br, 2H ) 
, 2. 38 ( br, 2H ) , 2. 72-2. 76 ( m, 2H ) , 3. 74 ( dt, 2H, J = 4. 8 Hz, 6. 
2 Hz ) , 3. 92 ( s, 3H ) , 3. 95 ( s, 3H ) , 4. 53 ( br, 1H ) , 7. 24 ( s, 1 
H ) , 7. 52-7. 58 ( m, 2H ) , 7. 67 ( s, 1H ) , 7. 94-8. 08 ( m, 4H ) , 8. 63 
( dd, 1H, J = 1. 5 Hz, 8. 8 Hz ) , 9. 01 ( s, 1H ) 

H»J79 : 6, h + v-4- (4- (4-b K P^vpWl/tMU ^-^) 75-)VT 
=x/) -2- *^7*U> (^#1390) 

4- ij 5? > * ^ j -)v^n\zm ^.mmm t mmoism ^xmmit^ 

TOF-MS : 501 [ M+H ] 

'H-NMR ( 270 MHz , DMS0-d 6 ) 5 ( ppm ) : 1. 06-1. 14 ( m, 2H ) , 1. 24 ( m, 

1H ) , 1. 57-1. 62 ( m, 4H ) , 2. 37 ( br, 2H ) , 2. 86-2. 90 ( m, 2H ) , 3. 
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20 ( t, 2H, J = 5. 4 Hz ) , 3. 74 ( br, 2H ) . 3. 92 ( s. 3H ) , 3. 95 ( s, 
3H ) , 4. 38 ( t, 1H, J = 5. 4 Hz ) , 7. 23 ( s, 1H ) , 7. 54-7. 57 ( m, 2H ) 

, 7. 67 ( s, 1H ) , 7. 94-8. 07 ( m, 4H ) , 8. 62 ( dd, 1H, J = 1. 5 Hz, 8. 5 

Hz ) , 9. 00 ( s, 1H ) 

mM$m : 6, 7-^7 b^->-4- (4- (x^-2-7 b*~>x^;U7=- /) -ttJVT 

s/) -2- (-2-i-y^)V) *^/u> ut&wm) 

n- (2-7 h*->x5Mi/) x^;p75>*K»KfflVi, nmmtmmojjmz® 

TOF-MS : 489 [ M+H ] 

'H-NMR ( 270 MHz , DMS0-d 6 ) <5 ( ppm ) : 0. 94 ( t, 3H, J = 7. 0 Hz ) , 1. 
59 ( br, 2H ) , 1. 77 ( br, 2H ) , 2.55 ( br, 6H ) , 3. 16 ( s, 3H ) , 3. 3 
6 ( t, 2H, J = 5. 9 Hz ) , 3. 75 ( br, 2H ) , 3. 92 ( s, 3H ) . 3. 95 ( s, 3 
H ) , 7. 24 ( s, 1H ) , 7. 54-7. 57 ( m, 2H ) , 7. 67 ( s, 1H ) , 7. 94-8. 07 
( m, 4H ) , 8. 62 ( dd, 1H, J = 1. 3 Hz, 8. 6 Hz ) , 9. 01 ( s, 1H ) 

mnmsi : 6. i-v* h*~>-4- (4- (4-7 b*~>#;i/fc;vtf^u vx;v) f^jv 

75/) -2- (-2-j-7?)V) UK&mM) 

4-7 h^yti)vt^)v\i^^y^mzm^.mmmztnm(D^m^m^x 

TOF-MS : 530 [ M+H ] 

'H-NMR ( 270 MHz , DMSO-d, ) 5 ( ppm ) : 1. 80 ( m, 9H ) , 2. 38 ( br, 2H 

) , 2. 67 ( br, 2H ) , 2. 94 ( br, 2H ) , 3. 58 ( s, 3H ) , 3. 74 ( br, 2H ) 

, 3. 92 { s, 3H ) , 3. 95 ( s, 3H ) , 7. 23 ( s, 1H ) , 7. 54-7. 57 ( m, 2H 

) , 7. 69 ( s, 1H ) , 7.94-8.09 ( m, 4H ) , 8. 61 ( dd, 1H, J = 1. 6 Hz, 9. 
4 Hz ) , 9. 00 ( s, 1H ) 

3fe*H82: 6.7-5?* b*->-4- (4- (3-t H D + ^tf^ U 5?x;i/) ^75 7) 
-2- (-2-±y^)V) *±7*y> (fc&*386) 

TOF-MS : 487 [ M+H ] 
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'H-NMR ( 270 MHz , DMSO-d, ) 6 ( ppm ) : 0. 83-0. 88 ( 1, 1H ) ' 1. 10-1. 24 
( m, 2H ) , 1. 64 ( m, 4H ) , 1. 73-1. 78 ( m, 4H ) , 2. 46 ( m, 1H ) , 2. 8 

8-2. 92 ( m, 1H ) , 3. 75 ( m, 2H ) , 3. 92 ( s, 3H ) , 3. 95 ( s, 3H ) , 4. 

67 ( br, 1H ) , 7. 23 ( s, 1H ) , 7. 52-7. 58 ( m, 2H ) , 7. 68 ( s, 1H ) , 

7. 94-8. 08 ( m, 4H ) , 8. 62 ( dd. 1H, J = 1. 3 Hz, 8. 6 Hz ) . 9. 00 ( s, 1H 
) 

mmma : 6, 7-5?* h*>-4- (3-5?*3\H/7 5 J Zfu J ) -trans-2- 

X^U;^± X /U> (fc£«j399) 

TOF-MS : 393 [ M+H ] 

'H-NMR ( 270 MHz , DMS0-d 6 ) 6 ( ppm ) : 1. 89 ( tt, 2H, J = 7. 0 Hz, 7. 1 
Hz ), 2. 23 ( s, 6H ) , 2.43 ( t, 2H, J = 7. 0 Hz ) , 3. 64 ( dt, 2H, J = 5 
. 1 Hz, 7. 1 Hz ) , 3. 89 ( s , 3H ) , 3. 90 ( s, 3H ) , 7. 08 ( d, 1H, J = 1 
5. 5 Hz ) , 7. 11 ( s, 1H ) , 7. 30-7. 44 ( m, 3H ) , 7. 56 ( s, 1H ) , 7. 64- 
7. 67 ( i, 2H ) , 7. 84 ( d, 1H, J = 15. 5 Hz ) , 7. 98 ( t, 1H, J = 5. 1 Hz 
) 

HJ&TOb : 6, 7-5?* h+5—4- (3-5?*^7^ J 7u tf;i^75 J ) -trans-2- 

181 : 6,7-5?* Ki/-2-^f UMt7U >-4 (3H) 
6, 7-5?* h^->-2-*5 L ;i/^^-V*U >-4 (3H) -:*> ( 1 mmol , 0. 22 g ), ^ 
>X7iVjt F ( 2 mmol , 204 »il ), M7>^E~^A ( 4 mmol , 0. 31 g 

*TSE£fcJ:9«Ert:£*0.26 g (JR^84%) 

Ig2: 6, 7-5?* h*->-4- (3-5?*^75 7 7o k°;W75 * ) -2-7, ^U^^ 
^*U> 

ign?#&nfc6, 7-5?* h^v-2-7^u;w^^-yu >-4 (3H) -*>£m>T 

HJSM84 : 6, 7-5?* h^>-4- (3-y^^75y^nh>75/) -2- (trans- 

4-nhnx^U;W *^-7U> Ofc£®403) 
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tc. 

TOF-MS : 439 [ M+H ] 

'H-NMR ( 270 MHz , DMSO-d 6 ) 6 ( ppm ) : 1. 85 ( tt, 2R J = 6. 8 Hz, 7. 0 
Hz ), 2. 20 ( s, 6H ) , 2. 39 ( t, 2H, J = 6. 8 Hz ) , 3. 64 ( dt, 2H, J = 5 
. 0 Hz, 7. 0 Hz ) , 3. 90 ( s , 3H ) , 3. 91 ( s, 3H ) , 7. 12 ( s, 1H ) , 7. 
30 ( d, 1H, J = 15. 9 Hz ) , 7. 57 ( s, 1H ) , 7. 91 ( d, 1H, J = 15. 9 Hz ) 
, 7. 93 ( d, 2H, J = 8. 6 Hz ) , 8. 01 ( t, 1H, J = 5. 1 Hz ) , 8. 23 ( d, 2 
H, J = 8. 6 Hz ) 

: 6,7-v^ h + iZ-?*?)V7* J ?U tf;V7$ J ) -2- (trans- 
TOF-MS : 411 [ M+H ] 

'H-NMR ( 270 MHz , DMS0-d 6 ) <5 ( ppm ) : 1. 84 ( tt, 2H, J = 6. 3 Hz, 7. 0 
Hz ), 2. 20 ( s, 6H ) , 2. 37 ( t, 2H, J = 7. 0 Hz ) , 3. 63 ( dt, 2H, J = 5 
. 1 Hz, 6. 3 Hz ) , 3. 89 ( s , 3H ) , 3. 90 ( s, 3H ) , 7. 03 ( d, 1H, J = 1 
6. 0 Hz ) , 7. 10 ( s, 1H ) , 7. 24 ( dd, 2H, J = 8. 9 Hz, 8. 9 Hz ) . 7. 55 ( 
s, 1H ) , 7.72 ( dd, 2H, J = 5. 6 Hz, 8. 9 Hz ) , 7.82 ( d, 1H, J = 16.0 
Hz ) , 7. 95 ( t, 1H, J = 5. 1 Hz ) 

»M86 : 6, l-V* h*~>-4- (3-y/W$/ynk>7$y) -2- (trans- 
3-eus?;nf-;i/) *jrVV> Mb£ft423) 

TOF-MS : 394 [ M+H ] 

'H-NMR ( 270 MHz , DMS0-d 6 ) 6 ( ppm ) : 1. 86 ( tt, 2H, J = 6. 8 Hz, 6. 8 

Hz ), 2.21 ( s, 6H ) , 2.40 ( t, 2H, J = 6. 8 Hz ) , 3.64 ( dt, 2H, J = 5 

. 4 Hz, 6. 8 Hz ) , 3. 90 ( s, 6H ) , 7. 11 ( s, 1H ) , 7. 21 ( d, 1H, J = 15 

, 9 Hz ) , 7. 43 ( dd, 1H, J = 4. 7 Hz, 8. 0 Hz ) , 7. 56 ( s, 1H ) , 7. 85 ( 
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d, 1H, J = 15. 9 Hz ) , 7. 99 ( t, 1H, J = 5. 4 Hz ) , 8. 14 ( d, 1H, J = 8. 

0 Hz ) , 8. 51 ( dd, 1H, I = 1. 5 Hz, 4. 7 Hz ) , 8. 82 ( d, 1H, J = 1. 5 Hz 
) 

mmmW : 6, 7-5?* h^>-4- (3-^*9^75 ^75* ) -2- (trans- 

2- ^x-;vti-;i/) *ri-vv> Ub&mn) 

TOF-MS : 399 [ M+H ] 

■H-NMR ( 270 MHz , DMS0-d 6 ) 6 ( ppm ) : 1. 83 ( tt, 2H, J = 6. 7 Hz, 7. 0 
Hz ), 2. 19 ( s, 6H ) , 2. 36 ( t, 2H, J = 6. 7 Hz ) , 3. 62 ( dt, 2H, J = 5 
. 4 Hz, 7. 0 Hz ) , 3. 89 ( s, 6H ) , 6. 79 ( d, 1H, J = 15. 6 Hz ) , 7. 08 ( 
s, 1H ) , 7. 12 ( dd, 1H, J = 3. 2 Hz, 4. 8 Hz ) , 7. 36 ( d, 1H, J = 3. 2 Hz 

) , 7. 54 ( s. 1H ) , 7. 56 { d, 1H, J = 4. 8 Hz ) , 7. 95 ( t, 1H, J = 5. 4 

Hz ) , 7. 96 ( d, 1H, J = 15. 6 Hz ) 

||J&£#I88 : 6, 7-v* h*v-4- (3-^*^;V7 5 J 7*u t!;V75 J ) -2- (trans- 

3- ^x-;nf-;i/) 3p^-v*u> Ut&mn) 

TOF-MS : 399 [ M+H ] 

'H-NMR ( 270 MHz , DMS0-d 6 ) 6 ( ppm ) : 1. 85 ( tt, 2H, J = 6. 6 Hz, 6. 9 
Hz ), 2. 19 ( s, 6H ) , 2. 36 ( t, 2H, J = 6. 9 Hz ) , 3. 62 ( dt, 2H, J = 5 
. 1 Hz, 6. 6 Hz ) , 3. 89 ( s, 6H ) , 6. 92 ( d, 1H, J = 15. 7 Hz ) , 7. 07 ( 
s, 1H ) , 7.54 ( s, 1H ) , 7.55 ( m, 1H ) , 7.58-7.61 ( m, 1H ) . 7. 74 ( 
d, 1H, J = 2. 4 Hz ) , 7. 84 ( d, 1H, J = 15. 7 Hz ) , 7. 92 ( t, 1H, J = 5 
. 1 Hz ) 

7-^h=^y-4- (Z-z?*?)V7S. J 7°u £^75 J ) -2- (trans- 
\-i-7?)V\Z=LM *^/U> «b£t)435) 
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TOF-MS : 443 [ M+H ] 

'H-NMR ( 270 MHz , DMSO-d 6 ) <5 ( ppm ) : 1. 96 ( tt, 2H, J = 6. 8 Hz, 6. 8 
Hz ), 2.32 ( s, 6H ) , 2.59 ( t, 2H, J = 6. 8 Hz ) , 3.71 ( dt, 2H, J = 5 
. 0 Hz, 6. 8 Hz ) , 3. 91 ( s, 6H ) , 7. 15 ( d, 1H, J = 15. 6 Hz ) . 7. 16 ( 
s, 1H ) , 7.56-7.65 ( m, 4H ) , 7.94-8.01 ( m, 3H ) , 8. 09 ( t, 1H, J = 
5. 0 Hz ) , 8. 28 ( d, 1H, J = 8. 1 Hz ) , 8. 71 ( d, 1H, J = 15. 6 Hz ) 
mmm% : 6, h*v-4- {1-J*^)V7^J7°u\i)V7^J) -2- (trans- 

2-i~7?-)V¥~)V) *i-V°V> ab£fl439) 

o 

TOF-MS : 443 [ M+H 3 

'H-NMR ( 270 MHz , DMSO-d 6 ) 6 ( ppm ) : 1. 91 ( tt, 2H, J = 6. 5 Hz, 7. 0 
Hz ), 2.23 ( s, 6H ) . 2.41 ( t, 2H, J = 7. 0 Hz ) , 3.68 ( dt, 2H, J = 5 
. 0 Hz, 6. 5 Hz ) , 3. 90 ( s, 3H ) , 3. 91 ( s , 3H ) , 7. 13 ( s, 1H ) , 7. 
22 ( d, 1H, J = 14.4 Hz ) , 7. 51-7. 55 ( m, 2H ) , 7. 57 ( s, 1H ) , 7. 90- 
7. 99 ( i, 6H ) , 8. 07 ( d, 1H, J = 14. 4 Hz ) 

»W1 : 6, 7->>* h + v-4- (4- (4-*9-)l>-l-VU *J-)V) 7*fjV75/) - 
2-trans-7,^U;i/^^- % /U > ^b^t/442) 

n- * k° ^ ? s? > £ mm iz m ^ , ^mw 3b t m m <D^m-vmmit^ m & % tc 

o 

TOF-MS : 443 [ M+H ] 

■H-NMR ( 270 MHz , DMS0-d 6 ) d ( ppm ) : 1. 91 ( tt, 2H, J = 6. 5 Hz, 7. 0 
Hz ), 2. 23 ( s, 6H ) , 2.41 ( t, 2H, J = 7. 0 Hz ) , -3. 68 ( dt, 2H. J = 5 
. 0 Hz, 6. 5 Hz ) , 3.90 ( s, 3H ) , 3. 91 ( s , 3H ) , 7. 13 ( s, 1H ) , 7. 
22 ( d, 1H, J = 14. 4 Hz ) , 7. 51-7. 55 ( m, 2H ) , 7. 57 ( s, 1H ) , 7. 90- 
7. 99 ( m, 6H ) , 8. 07 ( d, 1H, J = 14. 4 Hz ) 

HMW2 : 6, 7-v^ h*v-4- (4-WJy7^V7$y) -2- (trans-4-^? 
JlX^VJl) *j-V ] J> (fc£#/446) 

p-wi/7Ji/xt h» 4-^*0 ;-?7)V7s. >*Mm\z%^. mmmmtmm. 
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TOF-MS : 463 [ M+H ] 

'H-NMR ( 270 MHz , DMS0-d 6 ) 6 ( ppm ) : 1. 57 ( tt, 2H, J = 7. 1 Hz, 7. 4 
Hz), 1.73 ( tt, 2H, J = 6. 3 Hz, 7. 4 Hz ) , 2.33-2.37 ( m, 9H ) , 3. 53 ( 
t, 4H. J = 4. 7 Hz ) , 3. 63 ( dt, 2H, J = 5. 4 Hz, 6. 3 Hz ) , 3. 88 ( s, 3H 
) , 3. 89 ( s , 3H ) , 7. 00 ( d, 1H, J = 15. 8 Hz ) , 7. 08 ( s, 1H ) , 7. 
22 ( d, 2H, J = 7. 9 Hz ) , 7. 54 ( d, 2H, J = 7. 9 Hz ) , 7. 59 ( s, 1H ) , 7 
.79 ( d, 1H, J = 15. 8 Hz ) . 7. 84 ( t, 1H, J = 5. 4 Hz ) 
MM93: 6,7-5?* h*->-4- (4-tMU;7^JV75/) -2- (trans-4-* K 

TOF-MS : 479 [ M+H ] 

'H-NMR ( 270 MHz , DMSO-d 6 ) 5 ( ppm ) : 1. 56 ( tt, 2H, J = 7. 0 Hz, 7. 3 

Hz ), 1. 73 ( tt, 2H, J = 6. 3 Hz, 7. 3 Hz ), 2. 32-2. 37 ( m, 6H ) , 3. 53 ( 

t, 4H, J = 4. 5 Hz ) , 3. 63 ( dt, 2H, J = 5. 2 Hz, 6. 3 Hz ) , 3. 79 ( s, 3H 

) , 3. 88 ( s, 3H ) , 3. 89 ( s , 3H ) , 6. 92 ( d, 1H, J = 16. 0 Hz ) , 6. 

97 ( d, 2H, J = 8. 9 Hz ) , 7. 07 ( s, 1H ) , 7. 58 ( s, 1H ) , 7. 60 ( d, 2 

H, J = 8. 9 Hz ) , 7. 78 ( d, 1H, J = 16. 0 Hz ) , 7. 84 ( t. 1H, J = 5. 2 Hz 

) 

&JB0994 : 6, 7-5?* h*2"-4- (^MUyWTS;) -2- (trans-4-^n 
TOF-MS : 483 [ M+H ] 

'H-NMR ( 270 MHz , DMS0-d 6 ) 5 ( ppi ) : 1. 56 ( tt, 2H, J = 6. 9 Hz, 7. 5 

Hz ), 1. 73 ( tt, 2H, J = 6. 1 Hz, 7. 5 Hz ), 2. 32-2. 37 ( m, 6H ) , 3. 53 ( 

t, 4H, J = 4. 6 Hz ) , 3. 63 ( dt, 2H, J = 5. 4 Hz, 6. 1 Hz ) , 3. 89 ( s, 6H 

) , 7. 08 ( d, 1H, J = 15. 9 Hz ) , 7. 09 ( s, 1H ) , 7. 46 ( d, 2H, J = 8. 
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5 Hz ) , 7. 60 ( s, 1H ) , 7. 70 ( d, 2H, J = 8. 5 Hz ) , 7. 80 ( d, 1H. J = 
15.9 Hz ) , 7.87 ( t, 1H, J = 5. 4 Hz ) 
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1 . ( I ) : 



R 5 HN 




K4>, 

R 5 , R 6 > R 7 , R»tt, l^-Tt>SftoTV>TfcJ:<, ■eft^tt*****^ < »T 
IB©»mXI¥ (A) ^5atfnS«»**«T*^ Xtt, R 5 , R 6 , R\ R 8 <Z)« 
^fe2^ #-8 fc fc o T j* 9- V > ^t+yl^ L < «-CH=CH-CH=CH-» § « 
U 

Xte, TIHO-^^ (a) Xte (b) : 



z 
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rmommmm (a) frzn&ftzwWkMxwm-znx^xb&^TV-frm 
) 

HIS (A) :#*ffcl~4©7;i'*;i'», AD^>IK^ zk&*. M^iC 
1~4©7;V3^~>«, ^iil~407yJl/t^yS, -NR 13 R U (R'WR 14 te 

^S^To ) , -NHCOR 15 (R 15 «, 7K*Jl^X«^*iCl~4cDTjl/^;i/»^ 
«t„ ) , 7i-JH, 7x;^>I, y77S> |K?!t$U~4cD7~>JUS 

Xh^o ) ] 

t^wt * f- u jdnaic jg wr z> &&&m&<D ? Rfrx » & © mm 

2. (I) K£V>T> R 5 > R 6 , R 7 , R 8 tf>4>&< £%> lo^ ^litfScl~4<£>7 
;i/^r>«, ^*»M©7Jl'3 + '>Stl<tt75yiT»**, XIZ, R 5 > 
R 6 , R 7 , R 8 (DliD'&ofc2^^-^lCfj:oTp<9 L U>v^-^vST-fe?)|f^(D 

mnw. 1 9iK:E«©K»a**. 
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4. -jR^ (I) fc*S^T\ R 2 tetufE©m&S^ (A) ^f,I«tl§tilTSl 
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Caution : Translation Standard is 
Post-Edited Machine Translation 



1 . Medicinal composition for prevention or therapy of inflammatory disease caused by bacterial 
DN A containing a quinazoline derivative represented by formula (I) 



or pharmacologically acceptable salts thereof as effective component. 
[In the formula, 

R5, R6, R7, R8, which may be the same or different, denote a hydrogen atom or a substituent 

selected from the below-mentioned substituent group A, or adjacent two of R5, R6, R7, R8 

together form a methylene dioxy group or -CH=CH-CH=CH- group, 

R2 denotes aryl group or heteroaryl group which are substituted or unsubstituted, 

n denotes 0 or 1 , 

X denotes the following formula (a) or (b): 



[wherein 

P denotes optionally branched chain 2-6C alkylene group, 

R9, RIO, which may be the same or different, denote respectively hydrogen atom, 1-4C alkyi 

group, 2-4C hydroxyalkyl group, or alkoxyalkyl group with a total of 3-6C, 

Y denotes CHR1 1 (Rl 1 denotes hydrogen atom, 1-4C alkyi group, hydroxy group, 

hydroxymethyl group, methoxycarbonyl group, or ethoxy carbon y I group), oxygen atom, sulphur 

atom orNR12 (R12 denotes hydrogen atom, 1-4C alkyi group, or aryl group which may be 

substituted by substituent selected from the below-mentioned substituent group A), 

Z denotes hydrogen atom or hydroxy group when Y is CHR1 1 , and Z denotes hydrogen atom 

when Y is oxygen atom, sulphur atom or NR12] 

Substituent group (A): 1-4C alkyi group, halogen atom, hydroxy group, 1-4C alkoxy group, 1-4C 




(I) 




Z 
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acyloxy group, -NR13R14 (R13 and R14, which may be the same or different, respectively 
denote hydrogen atom or 1-4C alkyl group), -NHCOR15 (R15 denotes hydrogen atom or 1-4C 
alkyl group), phenyl group, phenoxy group, cyano group, 1.-4C acyl group, carboxy group, 2-5C 
alkoxycarbonyl group, carbamoyl group, N-alkylcarbamoyl (the number of carbon atoms in the 
alkyl group is 1-4), N,N-dialkylcarbamoyl group (the number of carbon atoms in the alkyl group 
may be the same or different and is 1-4)]. 

2. Medicinal composition in accordance with Claim 1, wherein in formula (I), at least one of R5 3 
R6, R7. R8 is 1-4C alkyl group, 1-4C alkoxy group or amino group, or adjacent two of R5, R6, 
R7, R8 together form methylene dioxy group. 

3. Medicinal composition in accordance with Claim 1 or 2, wherein in formula (I), R2 is phenyl 
group, naphthyl group, pyridyl group, thienyl group, quinolyl group or benzofuryl group, 
optionally substituted by substituent selected from aforementioned substituent group (A). 

4. Medicinal composition in accordance with any one of Claims 1-3, wherein in formula (I), R2 
is phenyl group or naphthyl group, optionally substituted by substituent selected from 
aforementioned substituent group (A). 

5. Medicinal composition in accordance with any one of Claims 1-4, wherein in formula (I), X is 
denoted by formula (a), R9 and RIO, which may be the same or different, respectively denote 
hydrogen atom, 1-4C alkyl group, 2-4C hydroxyalkyl group, or alkoxyalkyl group with a total of 
3-6C. 

6. Medicinal composition in accordance with any one of Claims 1-4, wherein in formula (I), X is 
denoted by formula (b), Y denotes CHR1 1 (Rl 1 denotes hydrogen atom, 1-4C alkyl group, 
hydroxy group, hydroxymethyl group, methoxycarbonyl group, or ethoxycarbonyl group), 
oxygen atom, sulphur atom or NR12 (R12 denotes hydrogen atom, 1-4C alkyl group, or aryl 
group which may be substituted by substituent selected from aforementioned substituent group 
A). 

7. Qunizoline derivative represented by formula (II) or pharmacologically acceptable salt thereof. 
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R 2 (II) 



[wherein, 

R6, R7 denote respectively hydrogen atom or a group selected from aforementioned substituent 

group (A), or R6 and R7 together form a methylene dioxy group or -CH-CH-CH=CH- group; 

however, they are not both simultaneously hydrogen atoms, 

R2 denotes aryl group or heteroaryl group which are substituted or unsubstituted, 

n denotes 0 or 1, 

X denotes the following formula (c) or (d): 



[wherein 

m denotes an integer of 3-6, 

R9, RIO, which may be the same or different, denote respectively hydrogen atom, 1-4C alkyl 

group, 2-4C hydroxyalkyl group, or alkoxyalkyl group with a total of 3-6C, 

Y denotes CHR1 1 (Rl t denotes hydrogen atom, 1-4C alkyl group, hydroxy group, 

hydroxymethyl group, methoxycarbonyl group, or ethoxycarbonyl group), oxygen atom, sulphur 

atom or NR12 (R12 denotes hydrogen atom, 1-4C alkyl group, or aryl group which may be 

substituted by substituent selected from the aforementioned substituent group A), 

Z denotes hydrogen atom or hydroxy group when Y is CHR1 1, and Z denotes hydrogen atom 

when Y is oxygen atom, sulphur atom or NR12]]. 

8. A compound in accordance with Claim 7, wherein, in formula (II), at least one of R6 and R7 is 
1-4C alkyl group, 1-4C alkoxy group or amino group, or R6 and R7 together form a methylene 
dioxy group. 

9. A compound in accordance with Claim 7 or 8, wherein, in formula (II), R2 is phenyl group, 
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naphthyl group, pyridyl group, thienyl group, quinoiyl group or benzofuryl group, optionally 
substituted by substituent selected from aforementioned substituent group (A). 

10. A compound in accordance with any one of Claims 7-9, wherein, in formula (II), R2 is phenyl 
group or naphthyl group, optionally substituted by substituent selected from aforementioned 
substituent group (A). 

1 1 . A compound in accordance with any one of Claims 7-10, wherein, in formula (II), X is 
denoted by formula (c), R9 and RIO, which may be the same or different, respectively denote 
hydrogen atom, 1-4C alkyl group, 2-4C hydroxyalkyl group, or alkoxyaikyl group with a total of 
3-6C. 

12. A compound in accordance with any one of Claims 7-10, wherein, in formula (II), X is 
denoted by formula (d), Y denotes CHR1 1 (Rl 1 denotes hydrogen atom, 1-4C alkyl group, 
hydroxy group, hydroxymethyl group, methoxycarbonyl group, or ethoxycarbonyl group), 
oxygen atom, sulphur atom or NR12 (R12 denotes hydrogen atom, 1-4C alkyl group, or aryl 
group which may be substituted by substituent selected from aforementioned substituent group 
A). 

13. Medicinal composition which contains a compound in accordance with any of Claims 7-12 as 
an effective component. 

14. Medicinal composition for the prevention or treatment of autoimmune disease which contains 
a compound in accordance with any of Claims 7-12 as an effective component. 

15. Medicinal composition for the prevention or treatment of a disease caused by excess 
production of TNF-a or IL-6 which contains a compound in accordance with any of Claims 7-12 
as an effective component. 
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Rising Sun Communications Ltd. Terms and Conditions (Abbreviated) 

Rising Sun Communications Ltd. shall not in any circumstances be liable or responsible for the 
accuracy or completeness of any translation unless such an undertaking has been given and 
authorised by Rising Sun Communications Ltd. in writing beforehand. More particularly, Rising 
Sun Communications Ltd. shall not in any circumstances be liable for any direct, indirect, 
consequential or financial loss or loss of profit resulting directly or indirectly from the use of any 
translation or consultation services by the customer. 

Rising Sun Communications Ltd. retains the copyright to all of its' translation products unless 
expressly agreed in writing to the contrary. The original buyer is permitted to reproduce copies of 
a translation for their own corporate use at the site of purchase, however publication in written or 
electronic format for resale or other dissemination to a wider audience is strictly forbidden unless 
by prior written agreement. 

The Full Terms and Conditions of Business of Rising Sun Communications may be found at the 
web site address <http://www.risingsun.co.ukyTerms_of_business.html> 
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